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Some years ago this journal published a report of my observations 
on three children presenting congenital hypertrophy of the muscles, 
extrapyramidal motor disturbances and mental deficiency. The report 
also cited a fourth case, found in the literature. After the death of 
the first child examination of the brain was possible. Underdevelopment 
or inhibition of the striatum, especially the neostriatum, was observed. 
Moreover, there was a widespread porencephalic process, regarded as 
secondary. In my opinion the four children presented in their symptoms 
a clinical entity, though it is not yet possible to explain the relation- 
ship between the malformation of the striate body and the muscular 
hypertrophy. 

Since publication of the article, there have been sent to the Children’s 
Clinic of the University of Amsterdam two infants considered by 
the attending physicians as having the same triad of symptoms. Though 
the diagnoses are not accepted as entirely correct, the two cases somewhat 
resemble those reported earlier. Autopsy of one of the recent patients, 
together with microscopic examination of the brain, was permitted. 
The histories and the laboratory findings for the two children recently 
seen will be given here. 

The children described by Debré and Sémelaigne ? were of a dis- 
tinctly different type. Those children suffered from congenital myxedema 
or sporadic cretinism with hypertrophic, or rather pseudohypertrophic, 
muscles. In the clinic I saw several such patients, and reports of 
cases similar to theirs have been made by Langhans (who also reported 


From the Pediatric Department (Professor Cornelia de Lang and the 
Neurologic Laboratory (Professor B. Brouwer) of the University of Amsterdam. 

1. de Lange, C.: Congenital Hypertrophy of the Muscles, Extrapyramidal 
Motor Disturbances and Mental Deficiency: A Clinical Entity, Am. J. Dis. Child. 
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on microscopic examinations), Dieterle and Wieland.* Extrapyramidal 
motor disturbances are lacking here, and the administration of thy 
roid proves a great success. So it is surprising that Debré has per- 
sisted in his opinion that the triad of symptoms presented in my 
earlier article represented an unrecognized myxedema, the extra 
pyramidal motor disturbances seeming to him to be of little or no 


interest, whereas they are in reality one of the three symptoms sine qua 


non and are therefore of fundamental importance. 

Contrary to Debre’s belief, it is easy to recognize the differences 
between the pictures he gave of his patients and those given of mine, 
the former having typical congenital myxedema. 


REPORT OF CASES 


Case 1.—A., a girl, was born prematurely, at seven months, on Jan. 25, 1933. 


Her weight at birth was 1,600 Gm. The mother also had been a premature 
infant. She was mentally backward but had seemed only slightly so until the time 
of her marriage. Since then she had become much worse. Her husband was a 
drunkard. Before the birth of the child under consideration here, another prema 
ture infant weighing 1,500 Gm. was born, and developed normally. The first 
three children of the marriage were born at full term and were normal. 

When infant A. was 2% months of age a gradually increasing rigidity of the body 
was noted. At the age of 514 months the child was sent to the outpatient depart- 
ment of the clinic, and the following observations were made. 

The child was small and of dystrophic appearance with a low forehead and a 
slightly protruding occiput. The head was bent far backward. It was possible 
to bring the child’s chin down to touch the chest, but the head resumed its former 
position as soon as the hand of the examiner was withdrawn. The muscles were 
hypertonic ; now and then the tonus lessened somewhat. On both sides of the body 
the deltoid, the biceps brachii, the triceps brachii, the pectoralis major and the 
triceps surae muscle were clearly visible. The tonus of the muscles of the buttocks 
was less marked. There were no symptoms of involvement of the pyramidal tracts. 
The thick, short neck and the hypertrophic tongue, which are characteristic of 
children with the triad of symptoms previously mentioned, were lacking, and the 
muscles were thought to be in a state of hypertonus and not of hypertrophy. There 
was no malformation of the ears. Examination of the chest and the abdomen 
revealed no abnormalities. No nevi or angiomas were present. 

A tentative diagnosis of a cerebral disorder, probably involving the striate 
body, was made. 

The child was returned to her native village, and no additional symptoms 
were noted except that she was observed to be mentally backward. On Oct. 14, 
1933, at the age of 8% months, the patient died of erysipelas. Postmortem 
examination of the cranium only was possible and was made by Dr. D. FE. 
Schouten. The falx cerebri proved to be absent in the forepart of the brain. A 
mass of blood vessels was situated on the spot where the olfactory nerves left 
the brain. By courtesy of the attending physician (Dr. C. H. J. van Lohuizen) 
I was permitted to examine the brain in Professor Brouwer’s neurologic lab- 

3. Langhans, T.: Virchows Arch. f. path. Anat. 149:155, 1897. Dieterle, T. : 
Jahrb. f. Kinderh. 64:465, 1906. Wieland, in von Pfaundler, M., and Schlossmann, 
\.: Handbuch der Kinderheilkunde, ed. 4, Leipzig, F. C. W. Vogel, 1931, vol. 1, 
p. 1002. 
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ratory. The weight of the cerebrum was 460 Gm. aiter it had 


, a 10 per cent dilution of the standard solution of formaldehyde 


Macroscopic Appearance—There was an extensive conglomerati 
vessels at the base of the frontal lobes and passing onto the dors 
onglomeration was situated in the pia-arachnoid but did not reach t 


fig. 1). 

In the frontal part of the dorsal side the hemispheres were g1 
[his could not have been the effect of secondary meningeal iny 
. caudal part of the first frontal gyrus stretched across to the other 
There was polygyria of the frontal 
Rolandi did not cut into the mesial side. The sylvian fossa could be 
insula was not lying free. On the right neither the sylvian fossa 


centralis could be identified with certainty. The temporal lobes were 


The first temporal gyrus reached to both sides of the occipital lobe. 








1 (case 1).—Conglomeration of blood vessels at the base 


The optic nerves and the optic chiasm appeared normal, and th 
did not protrude. 
was well developed, as were the pyramids, the inferior olives and 

The brain stem was cut off through the pedes pedunculi 
caudal part of the anterior corpora quadrigemina. 
open. 


The cerebrum was cut into frontal sections. The first frontal 


through the anterior part of the uncus. The corpus callosum, the sept 


and the anterior portion of the fornix seemed to be lacking. The 


were relatively small. The capsula interna ran in a_ horizontal 
entrum semiovale: was small. tl 


In the mass lying underneath thi 


between the putame: 


it was not possible to distinguish clearly 


pallidus. 


} 


lobes. On the left the sul 


The region of the cisterna magna was enlarged 


The aquaeductt 
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The second frontal section passed through the middle of the optic chiasm, 
through the optic thalamus where it is largest, through the tractus opticus and 
through the infundibulum. There was only one anterior ventricle; the septum 


pellucidum and the corpus callosum both were lacking. It was clear that the 


«deep mesial dorsal fissure was absent. A large gyrus lay dorsal to the ventricle. 


Fig. 2 (case 1).—Crossing gyrus. It is marked with a dot between two vertical 
lines. 


Fig. 3 (case 1)—Second frontal section. 


In comparison with the thalamus the pallidum seemed small. The third ventricle 
had a normal aspect, as did the pars retrolenticularis of the capsula interna and 
the nucleus lentiformis. On both sides the centrum semiovale was small. 


Figure 
3 presents this section. 
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The third frontal section extended through the part in which in the normal 
brain the splenium corporis callosi is situated. The splenium seemed not to be 


totally absent; on both sides the calcarine fissure seemed to be present 


Microscopic Technic.—Sections from several parts of the cortex of the 
cerebrum and the cerebellum were embedded in paraffin and stained by various 
methods. Sections of the conglomeration of blood vessels and of the striate 
body also were so treated, and frozen sections of the latter were prepared by 
Bielschowsky’s method. 

Finally the frontal poles were cut off and the different parts into which the 
brain had been divided by the frontal sections were put into Miiller’s solution, 
embedded in pyroxylin and cut into serial sections measuring from 30 to 35 
microns. Some sections were stained by the Weigert-Pal method, and others by the 
Van Gieson method. 

















Fig. 4 (case 1).—Large sized capillaries in the inflamed pia-arachnoid. 


Microscopic Examination.—Meningitis, probably a part of the erysipelas to 
which the child had succumbed, had spread over the whole brain, though its 
manifestations differed somewhat in various parts. 

There was a conglomeration of blood vessels in the pia-arachnoid lying on 
the first frontal gyrus. The vessels had thin walls, like those of capillaries, 
but the lumens were much larger (Reisenkapillaren Aschoff ) They were 
surrounded by cuffs of inflamed cells and lay in the inflamed pia-arachnoid (fig. 
4). Streptococci were seen. The superior layers of the gyrus showed vessels 
surrounded by leukocytes. 

The second frontal gyrus showed a broad lamina zonalis and two granular 
layers, 
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In the crossing frontal gyrus there were an external and an internal granula 
layer. The third layer was thick but contained only a small number of ganglio1 
cells, which were shrunken or poorly developed. 

In the right temporal lobe there was a broad lamina zonalis, and in the third 
and the fifth layer were well developed ganglion cells in undiminished quantity 

The right motor region showed an internal granular layer. The Betz ganglion 
cells were present only in small numbers. 

In the right occipital lobe was a broad lamina zonalis. There was separation 
of the third layer into one lamina with small cells and another with larger 
cells. 

In different parts of the vermis cerebelli the external granular layer was 
still present. The Purkinje cells looked normal. In the medulla some ganglion 
cells were visible. 

The right and the left hemisphere of the cerebellum appeared normal, and 
the external granular layer was for the most part present. 

In idiotic children an internal granular layer is often found in the motor 
region; such a layer is lacking in the normal brain. Also the brain of ‘a young 





a 


Fig. 5 (case 1).—Coherent medullar mass. 


child, up to several months of age, may show an internal granular layer. The 
presence of such a layer in the motor region may be regarded as a sign of 
retardation, and the same holds true of the internal granular layer in the second 
frontal gyrus. 

The cerebellar cortex was normal for a child 8% months of age. 

The ganglion cells in the striate body were well shaped, and their number 
did not appear smaller than in control preparations. 

In the serial sections it was clear that there was present not only meningitis 
but encephalitis, which spread deeper into the brain than is the case with the 
ordinary border encephalitis accompanying meningitis. 

The frontal poles were not separated, and they were surrounded by a con- 
glomeration of blood vessels. There was polygyria of the frontal portion of 
the brain. The dorsal part of the medulla cerebri covered only a small area, 


but ventrally there was a coherent medullar mass stretching in a_ horizontal 


direction (fig. 5). On serial examination of the sections, in a_ frontal-caudal 
direction, the medulla appeared to thicken gradually to form the centrum semi- 
vale. There was only one such center, the right and the left being united. 
\lso it was noted that the small united mass in the middle gradually broadened. 
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e corpus callosum, the radiation corporis callosi, the fornices 
jellucidum were absent. The myelinated fibers lying in_ the 
sembled the radiation corporis callosi, but were in reality an 
iss (fig. 6). 
No gyrus callosomarginalis could be identified; the cingula 
were lacking. There was no longitudinal callosal bundle such as 
a brain which lacks the corpus callosum and is to be considered a 
noncrossing callosal fibers.4 
There was displacement of several parts of the brain stem and 
relation to one another. For instance, on serial examination 
rom front to back, the putamen appeared on both sides befor 
caudatus was seen and long before the horn of the lateral vent 
Contrary to the normal aspect, the beginning of the ventricle w 
sections in which the temporal lobe was not yet seen. As figure 7 s 
was only one lateral ventricle, and there seemed to be a coalescence of the nuclei 
caudati. This, however, was not the case, for on microscopic examination there 
was seen a fissure between them which ran in a basal direction to t point at 








Fig. 6 (case 1).—Undifferentiated mass of myelinated fibers in t 


which in the normal brain the connection between the two is fou Dorsally 
the fissure was wholly filled with connective tissue and small round cells, and 
there were also small holes lined with ependymal cells and nests the same 
cells, which were remnants of ependymitis of long standing. Such holes were 
present also along the border of the anterior horn of the one lateral ventricle. 
There the blood vessels showed no cuffs, and there were no agglomerations of 
small round cells, which facts are in accordance with the hypothesis that the 
inflammatory process was an old one. However, when in the course of examining 
the sections the third ventricle was reached, the fissure was observed to be partly 
open, though for not more than a hair’s breadth, and in this basal part there 
was an acute inflammatory process—recent encephalitis. The ependy: of the 
third ventricle showed a new inflammation. These processes of recent origin were 
part of the meningitis to which the child had succumbed. There was 1 endymitis 
of the middle and the posterior horn. 

The claustra were united in the middle by fairly vigorous fibers which 


belonged to the external capsule and which at this point formed the most basal 


4. de Lange, C.: J. Nerv. & Ment. Dis. 62:449, 1925. 
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part of the brain. This gave a peculiar appearance, the more so as only a small 
heginning of the temporal lobes was seen in the same sections of the brain 
It looked as if the base of the cerebrum was much more deeply excavated than it 
is in normal circumstances. This is explained by the fact that the rhinencephalon 
was displaced in a caudal direction. The rhinencephalon was only moderatel\ 
well developed. The myelin sheaths of the fibers of the centrum semiovale were 
sparse or altogether lacking, but there were no symptoms of degeneration of the 
sheaths; so it must be concluded that they were lacking originally or that their 
development had been interrupted. 

On comparing a section of a normal brain embracing the beginning of the 
corpora mamillaria with a section from the same region in the brain under examin- 
ation the displacement already mentioned was clearly seen. In the normal brain 
were seen the beginning of the thalamus opticus and Vicq d’Azyr’s bundle, 
the nucleus amygdalae, large parts of the nucleus caudatus, the globus pallidus 
with two lamellae and the beginning of the middle horn. In the section taken 





Fig. 7 (case 1).—The one lateral ventricle. 


from the brain of the patient were embraced the red nuclei, the pulvinar, the 
nedes pedunculi and a wide lumen of the middle horn. The fissure which between the 
nuclei caudati was filled with products of the inflammatory process deepened and 
broadened as the third ventricle appeared in succeeding sections and gradually 
came to appear empty. Above the anterior horn of the lateral ventricle a bundle 
of myelinated fibers was seen which had a faint resemblance to a callosal forma- 
tion. Microscopic examination, however, showed that the fibers did not run 
transversely. The cingula were lacking. The well shaped capsula interna ran in a 
horizontal direction throughout its course. 

The third ventricle had a deep, narrow infundibulum. The anterior com- 


missure was wholly lacking, but the other commissures were well developed, as 
were the bundles of Vicq d’Azyr and Meynert. The thalami nervi optici, with 


the taenia thalami, were well formed. The various nuclei appeared normal, as 
did the Gitterschicht (fig. 8). The position of the thalami nervi optici were 


almost horizontal. 
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In sections showing the caudal part of the pulvinar the fimbria on 
ould be traced; however, since the fornices were lacking conjunctior 
taken place. The fascia dentata, the nucleus ruber, the nucleus amyg 

rus hippocampi, the cornu ammonis, the corpus mamillare and the 

both sides were well developed. 

The frontal parts of the pyramidal tracts and the substantia nigra 

normal appearance. 

In examining sections of that part of the brain where normally 
orporis callosi is.situated, fibers running tranversely were seen. Thes 
represented a kind of splenium. No forceps major could be made out wit! 
but the forceps minor was traceable. The strata of the posterior 





| ¢ 





Fig. 8 (case 1).—Cross-sections showing bundles of the globus pall 
point of origin. 


isible. A bundle of fibers showed there on each side and perha may be 
interpreted as the cingulum. The calcarine fissure looked normal. 1 parieto- 
ccipital fissure was shallow. Otherwise the occipital lobes looked rmal. 

As for the striate body, it already has been stated that in revi sections 
in a frontal-caudal direction the putamen was reached long before ventricle, 
which is contrary to normal. The striate body was, however, of hypoplastic 
mild and appeared pale in sections stained by the Weigert-Pal method. On 
omparing these sections with others stained by Van Gieson’s or Apathy’s 
method it was seen that the number of fibers was. not particularly 
small but that the myelinization was defective or lacking his held 
true for the finer as well as for the coarser fibers. The ganglior Ils were 
ather sparse, but their aspect was normal. The nucleus caudat [ 
rdinary size, but its myelinization was defective. The small gangli 
fairly numerous; the larger forms were somewhat diminished in 
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The globus pallidus was really hyperplastic, rather than merely appearing 
so in comparison with the reduced putamen, and its fiber reticulum was dense. I: 
some places the fibers were in nestlike arrangement. The lamina externa was well 
developed and of normal aspect. The lamina interna in the more caudal parts of 
the globus had more or less the form of a ring. The bundles passing into the 
globus pallidus from the putamen and the nucleus caudatus showed pale 
the sections stained by the Weigert-Pal method. This fact was in accord with 
the aspect of the bundles at their points of origin (fig. 8). The ansa lenticularis 
was well developed. The ganglion cells in the globus pallidus appeared normal. 

Examination of the brain stem proved the anterior and the posterior corpora 
quadrigemina, the posterior longitudinal fasciculus and the aquaeductus Sylvii 
to be of normal aspect. 

The nuclei pontis were displaced, and they appeared in the same sections 
as the pyramid and the nucleus arcuatus (fig. 9). 

The meningitis had spread over the cerebellum, which otherwise showed 


nothing abnormal. 


It seemed possible that the angioma had influenced the formation 
of the frontal poles of the brain and that the coalescence of those 


parts had in turn influenced the development of other parts and caused 


their displacement. However, in view of the hypertrophy of the 
paleostriatum and the normal state of the nucleus amygdalae, the under- 
development of the neostriatum cannot be explained in this way. 

It is not surprising that, together with the symptoms of recent 
meningitis and encephalitis, the brain presented the vestiges of an 
inflammatory process of longer standing. It is well known that a 
malformed brain is particularly likely to become inflamed, the process 
sometimes beginning in fetal life. Neither is it astonishing that, not- 
withstanding the malformation of the centrum semiovale, the capsula 
interna and the pyramidal tracts were fairly well developed. 

In children or in experimental animals it has been observed that 
if certain parts of the brain degenerate or are destroyed, those parts 
closely related to them degenerate also. On the other hand, in the 
malformed brain it is often noted that processes of retardation in cer- 
tain regions are not associated with underdevelopment of those parts 
which after the occurrence of an extra-uterine pathologic process are 
dependent on them. In the fetal brain the different regions have a large 
measure of independence in their development. 

The question arises whether the anatomicopathologic findings in 
this case fully explain the clinical picture. It is well known that 
degeneration of the globus pallidus produces a severe degree of rigidity. 
One is entitled to regard the hypertrophy of the globus pallidus, with 
its nestlike arrangement of fibers, as a malformation which must have 
inhibited the normal function of the organ. 

Case 2.—B., a boy, was born at full term on Jan. 31, 1935, with incomplete 
breech presentation. His weight was 2,870 Gm., and his length, 51 cm. He 
was born in the Maternity Hospital and, being not quite normal, was transferred 
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to the ward of Dr. N. I. Heybroek, consulting pediatrist for the spital, to 
whom I am indebted for the following details. The child was extremely active. 


[he head was bent backward, and the back was in opisthotonos. The legs were 














Fig. 9 (case 1)—A shows the nucleus pontis, the pyramid and the nucleus 


arcuatus. B shows part of the same section on a larger scale: a, the nucleus 


pontis; b, the inferior olive, and c, the pyramid. 
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rigidly extended. The anterior fontanel did not bulge, and there were no convulsions 
Examination of the heart, the lungs and the abdomen proved them to be normal 
Lumbar puncture was made on February 9, but there was no fluid. A Wasser. 
mann test of the blood gave negative results. During the next several weeks 
the rigidity and the opisthotonos increased. The child lay in a bridgelike attitud 
with his heels and the back of his head for pillars. Several muscles which at birt! 
had not shown stood out and became hypertrophic. The child lost weight, and 
on April 1, 1935, he was sent to the pediatric department, with the diagnosis 
congenital hypertrophy of the muscles, extrapyramidal motor disturbances and 
mental deficiency (“athlete’s or wrestler’s triad”). 

The child’s face, however, did not resemble the faces of children with thos: 
symptoms. It was the face of a normal infant, without the look of idiocy or the 
hypertrophic tongue. The ears were large but presented no malformation. The 
child showed great activity. His cries did not at all resemble the wail, like 
swelling and dying siren, which is peculiar to infants with malformation or 
developmental retardation of the striate body. The head was bent far backward 
The chin could easily be brought into’ contact with the chest, but as soon as 
the pressure was removed the head resumed its former position. The neck was 
thick but not short. The child’s appearance was decidedly dystrophic, and his 
face had a grayish hue. During the examination the patient was mobile and 
restless, and his face wore an expression of displeasure. His voice was clear 
and his crying vigorous. In crying the expirium was quickly cut off, and the 
inspirium was slightly stridulous. The pupils of the eyes reacted to light. The 
eyeballs were generally turned up, showing the white of the eye below the 
cornea but not above it. 

The skin was loose, almost all the subcutaneous fat having disappeared. The 
hypertonic musces showed clearly beneath the thin skin. One received the impres- 
sion that some groups of muscles (the deltoid, the brachioradialis, the 
triceps surae and the quadriceps femoris) might be slightly hypertrophic. They 
stood out and felt hard. The same did not hold true for the glutei or the muscles 
of the abdominal wall. When the child was quiet the legs were generally 
stretched out, the arms were crossed over the upper part of the abdomen 
and the hands were clenched. When he grew restless the opisthotonos increased 
to such an extent that he lay in an arc de cercle. The legs were stretched 
rigidly backward; the arms executed slow thrusting and waving movements, 
and the hands made clutching gestures. While making these motions the child 
cried, ana soft swellings appeared before and behind the sternocleidomastoid 
muscles and in a lesser degree also in the neck. They bore a faint resemblance 
to an enlarged thyroid gland but probably represented a mass of engorged blood 
vessels and muscular and fatty tissue. This is a phenomenon which now and 
then can be observed in healthy young infants also. When the child became 
quiet the swellings disappeared. The maximum hyperextension came in fits of 
a convulsive character, accompanied with clonic extension of the arms and the 
legs. At such times there was hypertonia of the whole body. All the child’s 
reflexes were lively, but there were moments when they could not be elicited, 
because the hypertonia was too strong. Sometimes clonus of the knee and of the 
Achilles tendon were present. Neither clasp-knife rigidity nor the cogwheel 
phenomenon was clearly shown. Figure 10 shows the appearance of the child 
when he was admitted to the clinic. 

As to sensibility, it always is difficult to make accurate observations on young 
children, but it was clear that wherever it was tried a pinprick gave the patient 


a disagreeable sensation. 
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Fovea coccygea and slight hypertrichosis of the sacral regio: 
lhe lines in the palms of the hands were normal, except that the 
unusually deep. The lines in the soles of the feet were especial 
abnormal groove ran from the base of the third toe in the directio1 
and there were many extra, small lines (fig. 11).5 Roentgenog: 
skull, of the cervical part of the spine and of the thorax show: 
features. The fundus oculi was normal. 


nt was 


1O2r 
1 


Lumbar puncture yielded a normal fluid, except that the suga 
appli- 


somewhat high. The pressure was normal. Examination of the musi 
e blood 


cation of a galvanic current revealed no anomalies, and examinatio1 


and the urine proved them to be normal. 


Soon after the child’s admission to the clinic a large prolapsus eveloped 


Fig. 10 (case 2).—Child as he appeared when admitted to 


Only the salient points of the history of the case will be ned here. 


On May 5, 1935, the child’s weight had increased and his general condition 


had improved. The reflexes were lively if hypertonia did not pre. 
the chil rossed his 


heir being 


elicited. There was spasm of the adductor muscles, and 
legs when he was grasped at the armpits and held upright. The ewheel and 
the clasp-knife phenomena were not noted, but after the examine passive 
flexing movements with the child's limbs, the child himself was flex his 
arms and legs much more smoothly. 

On the night of May 19 the child had a convulsion. 


anomalies 


5. In mentally backward children often there are 
the hand and the foot. De Lange, C.: Maandschr. v. Kinderger 
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On June 14 it was recorded that the feeding of the patient presented 
difficult problem. The child would lie on his abodmen, in the nurse’s lap, his 
back hollow and his head bent far backward. Small quantities of food could lx 
dropped cautiously into his mouth from a spoon. 

On July 1, the child’s weight was 3,490 Gm. It appeared that several muscles 
which were in almost constant use had become slightly hypertrophic. This also 
held true for the muscles of the abdominal wall, which at first had not stood 
out. However, it is difficult to distinguish in a thin child between hypertonia and 
The arms were generally bent at the elbows 


a slight degree of hypertrophy. 
but could be passively stretched out without the exertion of much force. The 
triceps reflex was lively, as were the knee jerk and the Achilles tendon reflexes. 
In both feet the sole reflex was lacking, or the Striimpell reflex was elicited. 


On percussion above the tibia, however, dorsal flexion of the foot resulted, with 


extension of the great toe and sometimes with spreading of the other toes.® 











Fig. 11 (case 2).—Abnormal lines in the soles of the feet 


On August 1 it was noted that now and then the child lay in a more normal 
Though his facial expression did not give at all the 


attitude than formerly. 
His general somatic condition 


impression of idiocy, he was decidedly backward. 
was much improved. 

On October 10, at the age of 8 months, the child had a healthy color and 
had become noticeably quiet. His weight was then 5,530 Gm. (fig. 12). A 
diagnosis of true hypertrophy of the muscles could not be made, though most of the 
muscles felt hard. In general the patient’s accustomed position had improved; 
now and then he was found lying in his crib as does a normal child, but there 
If he was held by 


still were moments when he held the arc de cercle position. 
It was not possible, 


the occiput he could be brought into a sitting position. 
however, for him to stand upright, supported in that way, for when it was 


attempted he sagged at the knees. 
6. I have observed the latter reflex also in two infants suffering from 


hydrocephalus. 
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The pupils of the eyes were somewhat narrow, but they reacted to light. 
[he eyes appeared not to follow a moving object, at least not in a1 
lownward direction, though now and then it seemed as if the eyes 


bject when it was moved to the right or the left. The 


pward or 
wed the 
menacing reflex was 


lacking, which perhaps was still normal for the child at that age 
sion of his face was one of apparent contentment, but he had never 
was no longer necessary that he lie on his abdomen while bei 
nurse could hold the child in her arm and feed him in the ordinary 


expres- 
laughed. 


ed; 


| 
it 


The anterior fontanel measured 6.5 by 6.5 cm. and was somew! 
The posterior and the lateral fontanel were still open. The coronal 
ot yet wholly closed. Yet there was practically no rickets. The 
cumference of the head was 41.5 cm. With the child 

matically, his throat looked much more nearly 

longer seen. 


in a bett 
normal. The 








Fig. 12 (case 2).—Child at the age of 8 months 


The child’s arms were usually bent at the elbows, and it was ficult te 
stretch them out than it had been some weeks earlier. The fingers also were 
bent, but it was easy to bring them into a different position. All 


r¢ flexes 
were still lively. There was no longer a spasm of the adductor muscles or a 

There 
was no clonus of the Achilles tendon or of the knee and no great toe reflex. 


A previously mentioned reflex—dorsal flexion of the foot when thx 


struck 
above the tibia—was still present. There was 


no contralateral refi f the 
idductor muscles. There were no Magnus de Klejn reflexes. 


Later the prolapsus ani, which had become less serious, 


agail ve much 
trouble. | 


The child had slight convulsive movements and fever for 
On October 23 lumbar puncture was made. The pressure had 
nd the reactions were negative, save for a feeble positive 


VNonne test. The number of cells was not increased. The reactiot1 
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fluid to the Wassermann and Sachs-Georgi tests were negative. Even befor: 
the lumbar puncture was made the anterior fontanel bulged less than it had 
earlier. After the puncture it became flat, but it soon bulged again. 

On November 2 it was recorded that the fever persisted. The child was 
restless and cried loudly. This was followed by profuse sweating and convulsions. 

On November 3 there was hyperthermia. 

On Novmeber 4 death occurred. There was no evidence of a pathologic condi- 
tion in the internal organs. Postmortem examination was not permitted. During 
the whole of the patient’s stay in the hospital he now and then had a temperatur: 
above normal, which was probably due to the cerebral condition. 


This child either had a congenital cerebral anomaly or suffered 
from an injury which occurred at birth, the lesion in either instance 
involving the pyramidal tracts. In favor of the theory of a congenital 


anomaly were the concomitant fovea coccygea, the hypertrichosis in the 


sacral region and the abnormal lines in the soles of the feet, since it is 
well known that often several anomalies occur in the same _ person. 
Hypertonia was pronounced and there was possible slight hypertrophy 
of the muscles due to overuse (1. e., the constant and exaggerated con- 
tractions). The symptoms make it probable that there was also meningo- 
encephalitis or ependymo-encephalitis of extra-uterine origin, causing 
a mild degree of hydrocephalus. 

Symptoms of extrapyramidal involvement could not be recognized 
with certainty. As for the opisthotonos and for the facts that there was 
a striking variability in its degree and that it became positively less in 
the later months, a valid explanation is lacking. 

Although the symptoms showed some resemblance to the triad 
previously mentioned, they were not identical with them. 

In spite of the fact that anatomicopathologic examination of the 
brain was not possible, the history of the case is given here, since it 
may furnish comparative notes for future clinical observations in cases 
in which permission for postmortem examination is granted. 

\ttention is drawn to the peculiar reflex of the lower part of the leg. 


SUMMARY 
Any relation between the triad of symptoms—congenital hyper- 
trophy of the muscles, extrapyramidal motor disturbances and mental 
deficiency—and congenital myxedema is strongly denied. 
Two cases are analyzed in which the patient was sent to the clinic 
after diagnosis of the group of three symptoms mentioned. The 
reasons that the diagnoses could not be accepted as correct are given. 





THE LIPIDS OF THE BLOOD PLASMA IN 
NEONATAL PERIOD 


MILTON J. E. SENN, M.D. 
AND 
HELEN McNAMARA, M.A. 
NEW YORK 
A review of the literature reveals no complete study of blood 
lipids of new-born babies. Isolated analyses for individual lipids, 


usually cholesterol or lipid phosphorus or occasionally both, during the 


neonatal period have been reported frequently and the results com- 
pared with values for older children, normal adults and pregnant women. 
[he methods employed in these isolated measurements have been 
criticized by several authors, most recently by Boyd,’ Kirk, Page and 
Van Slyke? and Sperry.* This study was undertaken to establish a 
range of values for the total lipids and for each of the lipid components 
of the blood plasma of normal infants during the neonatal period, using 
methods which obviated most of the criticisms of the older procedures. 


SUBJECTS 

The twenty-five normal full term infants used in this study were born in the 
lying-in pavilion of the New York Hospital of mothers who had had uncompli- 
ated pregnancies and uneventful deliveries, with nitrous oxide as the anesthetic, 
supplemented in fourteen cases with a small amount of ether. Tw r more 
determinations of the lipids were made on each infant during the first two weeks 
ft life. The first analysis was made on the day of birth, from one to twelve and 
three-fourths hours after delivery and before the ingestion of food; the second, 
from six to ten days later, at a time when the birth weight was being regained 
and in the absence of perceptible jaundice. 

Read before the Society for Pediatric Research, May 5, 1936. 

From the New York Hospital and the Department of Pediatrics, Cornell 
University Medical College. 

1. Boyd, E. M.: A Differential Lipid Analysis of Blood Plasma in Normal 
Young Women by Micro-Oxidative Methods, J. Biol. Chem. 101:323, 1933; The 
Lipid Content of the White Blood Cells in Normal Young Women, ibid. 101:623, 
1933. 


2. Kirk, E.; Page, I. H., and Van Slyke, D. D.: Gasometric Microdeter- 


mination of Lipids in Plasma, Blood Cells, and Tissues, J. Biol. Che 106: 203, 
1934, 

3. Sperry, W. M.: Cholesterol of the Blood Plasma in the Neonatal Period, 
\m. J. Dis. Child. 51:84 (Jan.) 1936. 
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METHODS 


Analyses were made of 10 cc. samples of blood withdrawn from the internal 
jugular vein. The blood was immediately placed in a dry bottle containing 4 mg 


of heparin, shaken by revolving the receptacle a few times, transferred to a dry 


graduated centrifuge tube and centrifugated for forty-five minutes at 2,500 revo- 
lutions per minute. A hematocrit reading was then made and the icteric index 
determined; the plasma and cells were separated, and their lipid fractions were 
measured. Only the results for the plasma lipids are considered in this com- 
munication. 

By use of the gasometric micromethods of Kirk, Page and Van Slyke,” analyses 
of the several lipid fractions were possible with small amounts (3 cc.) of plasma. 
The total lipids (as lipid carbon), total and free cholesterol and lipid phosphorus 
were directly measured, and from these values the neutral fat, cholesterol ester 
and phosphatide fractions were calculated for each specimen. Analyses were made 
in duplicate; the average percentages of error of the duplicates were 1.7 for total 
lipid carbon and 1.8 for total cholesterol and free cholesterol in the day old and 
week old groups, whereas the error was 14 per cent for lipid phosphorus in the 
day old series and 4.5 per cent for the week old group. These deviations exceed 
those reported by Kirk, Page and Van Slyke? and are probably explained by 
the presence of smaller amounts of the various lipid constituents, especially phos- 
phorus, in the plasma of new-born infants. The reproducibility of the metiod 
was determined by analyses of known solutions and their recovery when added 
to stock plasma. Analysis of a known amount of a solution of cholesterol palmi 
tate resulted in 105 per cent recovery, with 95 per cent of this regained when 
added to plasma. From a solution of purified cholesterol (melting point 148.5) 
a 92 per cent recovery was obtained on analysis, with 99.3 per cent of this 
recovered when added to plasma. Determination of lipid phosphorus in a solution 
of egg lecithin gave 102 per cent of the calculated amount and a recovery of 
94 per cent when added to plasma. 


CALCULATION 


From the directly determined fractions the following calculated data were 
obtained, the factors and formulas of Page and his associates + being used. 


Phosphatides = lipid phosphorus & 23.5 

Esterified cholesterol = total cholesterol — free cholesterol 
Cholesterol esters = esterified cholesterol * 1.69 

Neutral fat = neutral fat carbon « 1.32 


The neutral fat carbon was determined by obtaining the difference between 
total lipid carbon and the sum of lipid phosphorus carbon and free and esterified 
cholesterol carbon; with the introduction of the factors used in the calculation of 
the latter constituents, this can be formulated as follows: 

xX 15.5) + (free 


Z 


Neutral fat carbon = total lipid carbon —[ (lipid phosphorus 
cholesterol & 0.839) ++ (esterified cholesterol *& 1.40) ]. 

The material designated neutral fat probably contains some unidentified extrac- 
tive soluble in purified petroleum benzine. 


4. Page, I. H.; Kirk, E.; Lewis, W. H., Jr.; Thompson, W. R., and Van 
Slyke, D. D.: Plasma Lipids of Normal Men at Different Ages, J. Biol. Chem 
111:613, 1935. 
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Total lipids = phosphatides + free cholesterol cholesterol esters neutral 


Values for total lipids were also calculated, by multiplying the total lipid carbon 

the factor 1.3, as suggested by Page and his associates. The averag ifference 
between the figures obtained by the two methods was 2 [ 
birth and 1.5 per cent for the week old group. 


. per cent on t] day of 


STATISTICAL ANALYSIS 


The mean value for each lipid was determined, and from it the stand 
tion and probable error were calculated by the formulas 

s= V=(x)2/n and P.E. = 0.6745 (s/Vn), in which s indicates the standard 
deviation, X is a summation symbol, x indicates the variation of each value from 
the mean and n indicates the number of analyses.® 

The only data rejected were those for case 25. The values for total lipid 
carbon and lipid phosphorus deviated so much from those obtained in the other 
twenty-four cases that it seemed preferable to exclude them in the calculation of 
“normal” means and range. 

RESULTS 

The protocols of the infants and detailed chemical data are given 
in table 1. In table 2 the means, standard deviations and ranges of 
the values for total plasma lipids and for the individual lipid com- 
ponents are collected and compared with the figures reported for 


adults.* Although the values for total content and individual lipids show 


rather wide fluctuations in each age group, those for all the lipid com- 
ponents show a definite tendency to rise with increasing age. ‘That this 
rise is significant is evident from the statistical comparison of the means 
in table 2, the difference between the means being three and one-half 
times or more greater than the probable error of the difference in every 
instance. 

Because of the variability of the individual lipid constituents, it was 
decided to compare these with the magnitude of variability of the ratios 
between the different constituents. Only one ratio (esterified to total 
cholesterol or, conversely, free to total cholesterol) was found to show 
a greater constancy than the individual components used in its calcula- 
tion. The ratios of esterified to total cholesterol on the first day of 
life varied between 0.51 and 0.68, with a mean of 0.60 + 0.05; the 
coefficient of variability within this group was only 8 per cent, while the 
individual coefficients of variability of the figures for esterified and 
total cholesterol used in their calculation were 23 per cent and 18 per 
cent, respectively. From the sixth to the tenth day of life the limits 
of this ratio were between 0.53 and 0.69, with a mean of 0.62 + 0.04, 
the average deviation of this group being 6 per cent, as against 17 and 
14 per cent for esterified and total cholestero!, respectively. 

5. Dunn, H. L.: Application of Statistical Methods in Physiology, Physiol. 
Rev. 9:275, 1929. 
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The variability in general of the ratios of one lipid to another in 
these infants in contrast to their usual constancy in adults cannot be 
explained. The significance of the constancy of the ratio of esterified to 


total cholesterol and its persistence from the early part to the end of 
the neonatal period is also not clear. The usefulness of these ratios 
will become apparent only when more of them are computed for older 
infants, healthy and sick. 

The percentage composition of the plasma lipid mixtures are recorded 
in table 3 and compared with the figures for adults collected by Page 
and his associates.* 

In terms of percentages of the total, the phosphatide concentration 
increased with age, while the cholesterol ester and free cholesterol frac- 
tions diminished. The percentage composition of the plasma lipids at 


TABLE 3.—Percentage Composition of Plasma Lipid Mixtures 





Phosphatides Free Cholesterol Cholesterol Esters 
Mean + P. E.* Mean + P. E.* Mean + P. E.* 
Percentage Percentage Percentage 
1 to 13 hours 11.0 + 1.0 15.0 -+ 0.6 40.0 + 2.0 
6 to 10 days 21.0 + 1.0 11.0 + 0.3 32.0 + 1.1, 
20 to 91 years * 23.6 + 0.5t 11.8 + 0.3 35.4 + 0.9 


Differences of Means + Probable Error of Difference 


lday to1 week 10.0 + 1.5 4.0 + 0.7 8.0 + 2.3 
1 week to adult 3.6 + 1.1 0.8 +0.4 3.4+1.4 





* Probable error of mean. 
t Calculated from data given by Page and his associates.* 


the end of the neonatal period approximated the reported lipid con- 


stitution of adults except in concentration of neutral fat, the plasma 
of the new-born containing an appreciably greater amount of this frac- 
tion. 
COMMENT 

The data presented in this paper demonstrate that all the lipid con- 
stituents of the blood plasma tend to increase from birth to the end of 
the neonatal period but that the level at the end of that period is 
appreciably lower than that during adult life. The factors responsible 
tor the changes in the plasma lipids within the first two weeks of 
life cannot readily be identified. The initial level of the plasma lipids 
at birth is probably dependent on the amounts of lipid passing through 
the placenta and the absorptive power of the tissues of the fetus at the 
time of delivery and shortly thereafter. It has often been shown that 
the blood of pregnant women at term has a high lipid content. That 
some of this passes through the placenta to the fetus has been demon- 
strated by Boyd,® who showed that phospholipid and free cholesterol 


6. Boyd, E. M., and Wilson, K. M.: The Exchange of Lipids in the Umbilical 
rculation at Birth, J. Clin. Investigation 14:7, 1935. 
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are regularly absorbed by the human fetus from the umbilical blood 
and that cholesterol esters and neutral fat may be absorbed if present 
in sufficient quantities. In this study no relationship was apparent 
between the weight and the sex of the infant or anesthesia of the mother 
and the quantity of the lipids on the first day of life; some of the 
lightest babies had the highest lipid levels. 

The augmentation in the amounts by the end of the neonatal period 
was probably a true increase and not the result of extraneous factors, 
such as dehydration or severe icterus. The second determination of 
the lipid content of the blood of each infant was made between the 
sixth and the tenth day, when the infants were regaining their birth 
weights and were in comparable states of nutrition and when the clini 


cal appearance, hematocrit estimations and icteric indexes showed these 


factors to be absent. Furthermore, repeated observations on two of 
the infants (table 1, cases 8 and 9) at the age of 6 weeks yielded pro- 
eressively increasing values for lipids, lending support to the belief that 
the rise is continuous during early infancy, when the aforementioned 
extraneous factors may be excluded with certainty. The total lipid 
carbon rose from 364 to 550 mg. in case 8 and from 312 to 400 mg. 
in case 9, 

Other extraneous factors which are known to influence the plasma 
lipid levels are the type of meal ingested and the interval following the 
last meal, which varied between three and one-half and eleven hours 
in these observations. Our data do not permit proper evaluation of 
the effect of the first of these, since all but two of the twenty-five babies 
received breast milk every four hours for five feedings, two received a 
complementary cow's milk formula six times daily and two received 
cow’s milk alone. In regard to the second factor, segregation of the 
results for the fourteen infants after a short fast (from three and one- 
half to six hours) from those of the eleven infants after a long fast 
(eight to eleven hours) revealed that the former had somewhat greater 
total lipid, neutral fat and lipid phosphorus contents than the latter, 
with no difference in cholesterol values. The means, with the probable 
errors of their differences, were as follows, the larger figures repre- 
senting the group which had a short fast: for total lipid carbon, 388 mg. 
and 321 mg., with a difference of 67 + 16.7; for lipid phosphorus, 
5.2 mg. and 3.3 mg., with a difference of 1.9 + 0.5, and for neutral fat, 
194 mg. and 146 mg., with a difference of 48 + 13. It is conceivable 
that if a larger series of infants with a long period of fasting had been 
studied, somewhat lower mean values than those reported here for the end 
of the neonatal period might have been obtained. However, despite th¢ 
significant differences revealed in the analysis, the fact remains that 
the figures obtained from the sixth to the tenth day of life after pro- 
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longed fasting (from eight to eleven hours) remained appre 
higher than those on the day of birth. 

The disparity of values for plasma lipids between the neonatal 
ind adult life has not previously been sufficiently emphasized. | 
studies are under way to determine the normal ranges and me 
other periods in infancy and to ascertain the period during chil 
when these measurements approach those of the adult levels 
obvious that such standards must be established before significa 
ascribed to deviations obtained from measurements on the 
sick infants and children. 

SUMMARY 


The plasma lipids of twenty-five normal new-born babies 
measured on the day of birth and again from the sixth to th 
day of life to serve as a basis of comparison for similar stud 
pathologic states. The range of each lipid and its mean and st 
deviation were established. 

The range of values for each lipid constituent was shown t 
widely, but the amounts of both the total lipids and their fracti 


1 
| 


significantly with increasing age during the neonatal period ; the 
levels attained by the older infants in this group remained appré 
lower than those reported for adults when measurements were 


hy the same chemical procedures. 


ciably 


period 
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were 
tenth 
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mean 
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made 


Analyses of the ratios of one lipid constituent to another showed 


constancy only in that of esterified to total cholesterol (conversely, 


to total). 


free 


The percentage composition of the plasma lipid mixtur infants 


| 
; 


aged from 6 to 10 days approximated that of the adult, except 
neutral fat fraction for the infants was larger. 


hat the 


The lability of the plasma lipid levels during the neonatal period 


may be related to the general instability of the rapidly changing « 
ism during the first two weeks of life. 


DISCUSSION 

Dr. C. F. McKuHann, Boston: Dr. Sperry, would you lik 
discussion ? 

Dr. W. M. Sperry, New York: I was particularly interested in the 1 
between Dr. Senn’s results and my own, to which he referred, in regard 
proportion between the different cholesterol fractions. My study was 
entirely to cholesterol. The essential finding in my investigation, wl 
have an opportunity to comment on later today, was that the proporti 


irgan- 


pen the 


‘elation 
to the 
limited 
[ may 


is much 


more variable in the first few days of life and, expressed as the percentage of 


free cholesterol to the total cholesterol content, is considerably hig! 


average, than is the case in adults. However, there appears to be a tr 
the adult level with an increase in age up to 25 days. I should like to a 
Senn whether any such observations were made and whether his result 
ccord with this finding. 


on the 


1 toward 


sk Dr. 
ire in 
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I found a rather sharp increase in the concentration of total cholesterol during 
approximately the first four days of life in a number of subjects in whom two or 
more analyses, covering different intervals of time, were done. I should like to 
ask whether Dr. Senn observed such increases. 

I congratulate Dr. Senn on his investigation because he has presented data 
which have not, so far as I know, hitherto been available. 

Dr. M. J. E. SENN, New York: From further study of 2 of the infants at 
the age of 6 weeks it is apparent that the total cholesterol content and the other 
fat fractions continue to increase with age, as Dr. Sperry has mentioned. We 
believe that this is a true increase, because at the age of 6 weeks the factors of 
jaundice and dehydration were not apparent. The values for the fats were definitely 
greater than the limits which we gave during the period directly after birth. 

As to the constancy of the ratios of one fat fraction to another, it is possible 
that they become more constant with increasing age. We do not have figures to 
prove that point. 





HEREDOFAMILIAL DEVIATIONS 


I. THE LAURENCE-MOON-BIEDL SYNDROME 


JOSEF WARKANY, M.D. 


GEORGE S. FRAUENBERGER, M.D. 
AND 
A. GRAEME MITCHELL, M.D. 


CINCINNATI 


Hereditary deviations seldom appear singly. Owing to the variety 


of their combinations, each observer, influenced by his special interest 
in some particular phase of medicine as well as by chance, encounters 
certain sets of symptoms more frequently than others. After seeing 
several instances of a particular combination of symptoms, he may arrive 
at the conclusion that he has discovered a definite disease entity, which he 
describes as such. Thus the literature contains contributions which, 
valuable though they may be, often result in special emphasis on one 
combination of symptoms to the neglect of others. This leads to specu- 
lations on the etiology of the syndrome which cannot be substantiated 
when other cases with different combinations of symptoms are taken 
into consideration. 

No doubt certain syndromes do occur more frequently than others, 
but there are always so many transitional forms that the exceptions 
abrogate the rule and an exact demarcation of the syndromes appears 
hopeless. This fact, which was stressed in 1897 by Jendrassik in an 
article on hereditary diseases of the central nervous system, certainly 
holds true for all other forms of hereditary disease. 

Recently a symptom complex consisting of obesity, hypogenitalism, 
retinitis pigmentosa, mental deficiency and polydactylism has been 
described in the pediatric literature under the name of the Laurence- 
Moon-Biedl syndrome. By analysis of several related cases and by a 
survey of the literature on the subject, an attempt will be made to show 
that this syndrome does not represent a disease entity but is a rare com- 
bination of more or less frequent heredofamilial symptoms 


REPORT OF CASES 
Case 1.—J. L. (fig. 1), a colored boy 16 years of age, entered the Children’s 
Hospital in January 1936 because of his deformities and backwardness in school. 
History.—According to the statement of the boy’s guardian, no other member 
of the family had webbed or extra fingers or toes, blindness, deafness or mental 


From the Children’s Hospital Research Foundation and the Department of 
Pediatrics, University of Cincinnati. 
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abnormality. This history is, however, not necessarily reliable, and no information 
was obtained concerning the type of the patient’s birth or his development. One 
uncle was fat; another had been committed to an institution for a sexual offense. 
The mentality of two young cousins was considered to be above the average. 
There was no history of illness, accident or operation. 


Examination—The measurements were as follows: 


a Average 


Height 161 cm. 160 cm. 
Upper measurement 721m. 79 cm. 
Lower measurement 86 cm. 81 cm. 
Span ciara 160 cm. 165 cm. 
Circumference of the head.. 56 cm. 55 cm. 
Circumference of the chest.. 106 cm. 79 cm. 
Circumference of the waist. 102 cm. 102 cm. 


Weight 198 Ib. (89.8 Kg.) 109 lb. (49.4 Kg.) 


There was obesity of Frohlich’s type, with marked development of fat in the mam- 
mary region, abdomen, gluteal region and thighs. Perspiration was frequent and 
profuse. The nipples were inverted. The development and distribution of the hair 
were normal for the patient’s age. The eyebrows curved upward. 

The skull was typically acrocephalic, with the greatest height in the region of 
the closed anterior fontanel. The line from the occiput to the neck was almost 
straight. When viewed from the side the frontal bone appeared to be concave, 
and there was no depression at the root of the nose. The facial diameter from one 
malar bone to the other was 17.5 cm. At the height of the forehead the diameter 
was 12.5 cm., and the width decreased to the top of the head, giving the boy the 
peculiar aspect seen in figure 1. 

The distance between the inner angles of the protruding eyes was abnormally 
wide (hypertelorism), and a distinct epicanthic fold was present. The palpebral 
fissures appeared normal. The extra-ocular movements were normal. The cornea 
was shiny, transparent and smooth. The irises were brownish, enclosing round and 
equal pupils that reacted normally to light and in accommodation. The tundi and 
ocular fields were normal. 

The ears were relatively small and the lobes poorly developed. Above the 
lobe on each side was a groove apparently corresponding to a branchial fistula. 
There was no groove between the helix and the antitragus. The landmarks were 
distinct on the tympanic membrane, and the hearing was normal. 

The lips were thick. The upper incisors were far apart. In the upper jaw the 
canines were just appearing; in the lower jaw the left canine was present, but only 
the point of the right was visible. The tongue was large but had no transverse 
fissures and was not protruding. The hard palate was arched; the chin receded. 
The angle between the body and the ramus ascendans of the mandible was wide. 
There was a deep depression at the insertion of the masseter muscle. 

The neck was thick, being 48 cm. in circumference. The thyroid gland was 


not palpable. The thorax was barrel shaped. Examination of the chest, heart and 


abdomen revealed nothing abnormal. The systolic blood pressure was 145 and 
the diastolic 100. 

The penis was normal, but the scrotal fold could hardly be seen and the testicles 
could not be palpated. 

When the boy was standing, his trunk was bent forward and his upper extrem- 
ities reached halfway down his thighs. The upper arm was fat. There was no 
deformity at the elbow, and movement was complete. The hands were short. 
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[here was complete syndactylism of the third, fourth and fifth finger 
and. The right hand showed incomplete syndactylism throughout 
vere short and broad. The third, fourth and fifth fingers of th 
the third and fourth fingers of the right could not be extended. 
The thighs were extremely fat and heavy. This was probably du 
structure, since the distance between the internal and the external 


about 16 cm. The patella of the left knee was displaced laterally. T! 
short, and there were six toes on each foot. There was complete sy1 


all the toes except the sixth. There was pronounced genu valgum, 
walked slowly and with difficulty. The gait was peculiar in that 
placed in front of the other. 














Fig. 1—Photographs of J. L., showing the acrocephalosynda 


dactylism, obesity and genu valgum. 


The neurologic examination gave negative results. 

An exact mental test was not done on the patient during his 
hospital. It was reported that when he was 14 years of age his intell 
had been 60. He was able to talk and had learned to read, but 
childish manner to his surroundings and cried easily. He was, ho 
run errands and do chores about the house. Altogether he ga 
impression of having the mental age of about 7 years. 

The laboratory findings were as follows: The urine was normal 
of the blood showed no anemia and no abnormality of the cells. 
the blood was negative. The tuberculin reaction was positive. Th 
rate was —1 per cent. 

On the patient’s first visit to the hospital, at the age of 11 years, 


eraphic examination had revealed the following conditions: In the 


hands there was an extra center of ossification, with abnormal 
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imperfect fusion of the fragments involving the proximal phalanx of the thumb 
Development of the epiphysis of the proximal phalanx of the index finger was 
abnormal. The second and fifth fingers showed two phalanges only. Between the 
proximal and the distal phalanx of the third and fourth fingers were some small 
round centers of ossification, which probably represented the middle phalanges. In 
the wrist all the centers of ossification, including the pisiform, were present and of 
adequate size. In both feet there was a developmental deformity of the proximal 
phalanx of the first toe and an extra fragment on the mesial side of the distal end 
of the metatarsal bone of the second toe. There were six toes on each foot. Some 
flattening of the distal portion of the distal phalanx of the second and third toes 
was iound. The basal phalanx of the first toe consisted of two equal parts. The 
rest of the toes showed two phalanges only. On the mesial side of the carpo- 














Fig. 2.—Roentgenograph of the skull of J. L. 


metacarpal joint of the second toe a globular center of ossification was visible. The 
shaft of the right femur was curved and thickened, but there was no other gross 
change of the long bones. 

In the stereoscopic roentgenogram, the skull had been seen to be deformed 
in its various diameters. 

In 1936, when the patient was 16 years of age, roentgenographic examination 
showed that the left patella was on the outer side of the femur and that the tibia 
was displaced outward and backward. The cervical, dorsal and lateral lumbar 
sections of the spine were curved forward, and there was a lateral curve in the 
upper dorsal region. Otherwise the findings were the same as those reported five 
years before (figs. 2 and 3). 


Acrocephaly, polydactylism, syndactylism, mental deficiency, obesity 
and genital dystrophy were the most striking features in this case. 
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fhe combination of the first two symptoms is the well known syndrome 
called by Apert acrocephalosyndactylism ; the polydactylism or syndac- 
iylism, obesity, mental deficiency and genital dystrophy might be con- 
sidered an incomplete Laurence-Moon-Biedl syndrome, incomplete 
because retinitis pigmentosa was not present. A condition with a 


striking resemblance to the one just described was reported on by 


Turner as a Laurence-Moon-Biedl syndrome. The resemblance of 
the two syndromes extends not only to the “turret head,” the syn- 
dactylism, the polydactylism, the mental deficiency, the genital dystrophy 
and the normal condition of the eyegrounds, but also to the genu 
valgum, the displacement of the patella, the deformities of the thumbs 
and the middle phalanges, as seen in the roentgenograms, and the delay 








Fig. 3.—Roentgenogram of the hand and of the foot of J 


in the eruption of some of the teeth. ‘Tempting as it would be to 
introduce into pathology the syndrome observed by us under the name 
of a new form of disease, we refrain from it, since among the group 
enumerated here there are still differences, and the syndromes could be 
increased infinitely.” This sentence, taken from Jendrassik’s previously 
cited article, can be applied here as well as in all other discussions of 
heredofamilial syndromes. 

The next group of patients consists of 3 siblings, to the reports of 
whose cases is added certain information about the family history. 


Family History.—The maternal grandfather had syndactylism. The succeeding 
eneration was apparently free from deformities, but 4 grandchildren, luding 1] 

the children described, had syndactylism. 

The father was 44 years of age, was in good health and had no deformit The 
nother was 40 years of age and had had no serious illness until 1932, when minimal 
ulmonary tuberculosis developed, from which she apparently recovered. She was 
Ikative and excitable and appeared to enjoy exhibiting the defecti ughter 
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Three premature children had been born in succession: The first, born at 5 
months, lived an hour and a half; the second, born at 8 months, lived twenty-four 
hours, and the third, born at 6 months, lived twelve days. No deformity was 
found. The fourth child was born at full term and was well formed but died at 
the age of 2 years of bronchopneumonia as a complication of pertussis. The oldest 
living sibling was a boy (Sherman H.) ; the next child, a girl (Shirley H.), and 
the youngest, a boy (J. H.). The seventh pregnancy resulted in a 7 month prema- 
ture child. A Kahn test of the mother’s blood was negative. 

Case 2.—History.—Shirley H., a girl aged 11 years (fig. 4), had been a full 
term baby with an uncomplicated delivery. Her weight at birth had been 6 pounds 
(2,721 Gm.). The eruption of the teeth and the ability to sit up, to walk and to 


talk had been normal. She had had measles and chickenpox at 5 and at 8 years, 








Fig. 4.—Shirley H. 


respectively, without complications. There had been no other illness and no 


accident or operation. 

The patient was brought to the Children’s Hospital because of blindness and 
headache. The blindness was said to have been first noticed at the age of 17 
months. When 4 years of age she had been seen at the Massachusetts Eye and 
Ear Infirmary, Boston, and the examination at that time showed the following 
condition: Her eyes diverged when at rest but showed good excursions. The 
pupils were dilated and reacted in accommodation but not to light. The tension 
was normal to palpation, and the media were clear. With the patient under ether 
anesthesia the nerve heads and fundi appeared normal. The neurologic examina- 
tion gave negative results. 

The girl complained of intermittent attacks of dull and steady occipital pain, 
which sometimes lasted twenty-four hours. She could perceive light. 

At 5 years of age, after a stay of ten months, she had been dismissed from th« 
Perkins Institute for the Blind, Columbus, Ohio, because of behavior difficulties. 
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When she was there her intelligence quotient had been rated at 70 « occasion 
and at 80 on another. At 9 years of age her intelligence quotient | been rated 
as 56 and her mental age as 6 years according to the Hayes R n of the 
Binet scale at the Psychological Laboratory, Cincinnati. 
Examination.—Her measurements were as follows: 
Shirley H. Average 
Height 133 cm. 141 cm. 
Upper measurement 64 cm. 71 cm. 
Lower measurement 69 cm. 71 cm 
cm 
Circumference of the head.. -m. 52 cm. 
Circumference of the chest.. 63 cm. 
Circumference of the waist. 58 cm. 
Weight 65 lb. (29.5 Kg.) 76 (34.5 Kg.) 


The patient was poorly nourished and poorly developed. She walked with 
a normal gait. The skin was smooth and of normal texture. There was an 
abundant growth of fine, dark brown hair on the head. The eyelashes were long. 
There was an extensive growth of hair on the arms but none in the axillary region. 
The pubic hair was beginning to develop. The development and distribution of the 
adipose tissue were normal. The head was dolichocephalic, with a low forehead. 

The eyes showed nystagmoid, searching movements. The conjunctivae and 
scleras were normal. The irises were grayish blue. The pupils were semidilated 
and sluggish to light and in accommodation. The corneas appeared larger than 
normal and were conical, as in keratoglobus. The right lens showed a posterior 
cortical spicular opacity in one portion. The vitreous on the right showed a few 
“floaters.” The pigment in the retinas of the entire periphery showed typical 
“bone-corpuscle”-shaped degeneration. There was pigment in the macular region, 
and there was secondary atrophy of the optic nerve. The left eye showed the same 
picture as the right except that the macula had been spared. Perception of light 
was present, but the patient was unable to count fingers at a distance of 1 foot 
(33 cm.). 

Externally the mouth was characterized by protrusion of the front teeth of the 
upper jaw. There was a gap between the two medial incisors of the upper jaw 
and a larger one between the medial and the lateral incisor. The in rs of the 
lower jaw appeared normal. The ears were of normal size and form. The thy- 
roid gland was slightly palpable. The development of the breasts was. slight. 
Examination of the heart, lungs and abdomen revealed nothing abnormal. The 
vatient’s 
of the 


external genitalia were those of the average preadolescent girl of the 
age. There was bilateral syndactylism of the second and third toes anc 
third and fourth fingers. There was bilateral pes planus. The reflexes were nor- 


1 
I 
7 
l 


mal, and there was no paralysis. 

The urine was normal. Examination of the blood revealed moderate anemia; 
the red blood cells were diminished in number but showed no other abnormality. 
The Kahn and the Wassermann reaction of the blood were negative, as was the 
reaction to tuberculin. The basal metabolic rate was +1.1 per cent. The sugar 
content of the blood during fasting was 80 mg. per hundred cubi ntimeters ; 
the cholesterol content of the whole blood, 189 mg.; the cholesterol content of the 
plasma, 213 mg.; the calcium content, 11 mg., and the phosphorus content, 5.1 mg. 

Roentgenograms of the skull showed that the bones were normal. ‘The sella 
turcica was of normal size. There was a flattening at the terminal end of the 
listal phalanges of the second toes of both feet and to a lesser extent of the third 


toes. 
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Case 3.—History.—Sherman H., a boy of 13 years (fig. 5), had been a full- 
term baby, and the delivery had been uncomplicated. The weight at birth had 
been 744 pounds (3,402 Gm.). Apparently the boy had developed normally. He 
had had measles and chickenpox at the ages of 5 and 7 years, respectively, with 
no complications. There had been no other illness and no accident or operation. 

The child was brought to the Children’s Hospital on Dec. 22, 1935, with the 
complaint of persistent boils for the preceding two months and mild “deafness.” 
The deafness was promptly relieved by removal of half of a small rubber eraser 
from each external auditory canal, together with inspissated wax. The boils rap- 
idly improved under symptomatic treatment. The child had always been smaller 
than the average boy of his age, but the mother had attached no significance to 
this anomaly. 





Fig. 5.—Sherman H., brother of Shirley H. 


Examination.—His measurements were as follows: 


Sherman H. Average 
Height 129 cm. 150 cm. 
Upper measurement 63 cm. 74 cm. 


Lower measurement 66 cm. 76 cm. 
Span 31 cm. 153 cm. 


Circumference of the head... 55 cm. 3 cm. 
1 cm. 


Circumference of the chest... cm. 
Circumference of the waist... 14 cm. 63 cm. 
Weight 62 lb. (28.1 Kg.) 89 Ib. (40.4 Kg.) 


All the measurements were smaller than the average, but the proportions were 


normal, 
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The skin was rough and dry and had a grayish tint, particularly over the 
extremities. The hair on the head was medium brown and abundant. he eye- 
lashes were long. The growth in the axillary and pubic regions was scanty. The 
skull was dolichocephalic. The irises were gray, enclosing round pupils that 
reacted normally to light and in accommodation. The extra-ocular movements 
were normal. The fundi were normal. The teeth were well alined. The tongue 
was of normal size, and no fissures were present. Several nasolabial folds on each 
side of the mouth gave the boy an appearance of being older than he was. The 
neck was short. Examination of the lungs and heart revealed nothing abnormal. 
The genitalia were normal. There were lordosis of the lumbar portion of the spine 
and incurving of the little fingers. 

The urine was normal, and examination of the blood showed only moderate 
anemia. The reaction to tuberculin and the Kahn and the Wassermann reaction 
of the blood were negative. The basal metabolic rate was —10 per cent. The 
sugar content of the blood during fasting was 124.2 mg. per hundred cubic centi- 
meters; the cholesterol content of the whole blood, 181 mg., and the cholesterol 
content of the plasma, 173 mg. 

Roentgenograms of the skull showed no evidence of disease of the bones. 
The sella turcica appeared to be slightly smaller than normal. The wrists were 
normal, The terminal phalanges of the fingers were blunt but were otherwise 
normal, 

The intelligence quotient was 93. 

CaAsE 4.—History—J. H., a boy aged 9 years (fig. 6), had been a full term 
baby; the delivery had been uncomplicated. The weight at birth had been 8% 
pounds (3,855 Gm.). Development had apparently been normal. The boy had 
nad chickenpox, measles and whooping cough at the ages of 5, 6 and 7 vears, 
respectively, with no complications. At 6 years of age primary pulmonary tuber- 
culosis developed. He recovered and since then has had no other illness and 
no accident or operation and has appeared to be in good health. 

This boy had always been small but otherwise had had no abnormal condition. 
At the age of 6 he weighed 30 pounds and his height was 94 cm. 


Examination.—His measurements were as follows: 
Jo Average 
Height 113 cm. 131 cm. 


Upper measurements........ 57 ; 66 cm. 
Lower measurements 9 cm. 65 cm. 


Span “Mm. 131 


Head circumference 

Chest circumference : 63 cm. 

Waist circumference : : 56 cm. 

Weight s (20 Re.) 62 Ib. 8.1 Kg.) 


The boy had normal proportions but was small in all measurements. His height 
was 18 cm. shorter than the average for his age. 

The skin was roughened and dry, particularly over the extremities. There 
were several small pigmented nevi on the shoulders. The hair on the head was 
blond, fine and abundant. The eyelashes were long. Pubic and axillary hair 
was absent. There was a moderate growth of hair on the back and a marked 
growth on the extensor surfaces of the forearms. The skull was dolichocephalic, 
and the forehead was low. The eyes protruded slightly. The upper half of the 
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left iris was brown, and the lower half, gray. The iris of the right eye was gray 
The right pupil measured 5 mm., and the left, 3 mm. The left pupil reacted better 
to light and in accommodation than the right. The conjunctivae, scleras, corneas, 
lenses and media were normal. The fundi were normal except for several streaks 
in the choroid in the upper and outer parts of the right uvea, which were inter- 
preted as evidence of healed focal choroiditis. The ears were normal. The teeth 
were normal in position, and there was moderate dental caries. Several nasolabial 
folds on each side of the mouth gave the boy an appearance of being older than he 
was. The neck was short, and the thyroid gland was not palpable. Examination of 
the chest, heart and abdomen revealed nothing abnormal. The genitals were normal 
for the age. The spine showed marked lordosis in the lumbar portion. The 
extremities were normal. 











Fig. 6—J. H., brother of Shirley H. 


The urine and the blood were normal. The Kahn and the Wassermann reaction 
of the blood were negative. The reaction to tuberculin was positive. The basal 
metabolic rate was + 8 per cent. The sugar content of the blood during fasting 
was 94 mg. per hundred cubic centimeters; the cholesterol content of the whole 
blood, 179 mg., and the cholesterol content of the plasma, 194 mg. 

Roentgenograms of the skull showed normal development of the bones, but the 
sella turcica appeared to be smaller than normal. Ossification of the carpal bones 
of the wrists had not been delayed. 

According to the Stanford-Binet test the patient’s mental age was 10 years and 
4 months (actual age, 9 years and 9 months) and his intelligence quotient 106. He 
was treated with an extract of the anterior lobe of the pituitary gland,! receiving 
from 2 to 5 cc. twice a week for two months, without appreciable effect. 


1. The preparation used was antuitrin G. 
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WARKANY ET 





The combination of retinitis pigmentosa, mental retardation and 
syndactylism in the girl (case 2), the occurrence of dwarfism in the 
2 brothers (cases 3 and 4) and the history of syndactylism in the grand- 
father and 3 cousins point to a familial tendency to multiple hereditary 


signs of degeneration. 

The relationship of these symptoms to the Laurence-Moon-Biedl 
syndrome is of special interest. The girl showed three of the five 
symptoms “required,” namely, atrophy of the optic nerve with pig- 
mentary degeneration of the retina, syndactylism and mental retardation, 
omplete”’ 


and her condition could therefore be considered an “inc 
Laurence-Moon-Biedl syndrome. 

The five cardinal signs were present in only 24 of the 87 cases 
reported in the literature as instances of the Laurence-Moon-Biedl 
syndrome. In the remaining 63 the syndrome must be considered 
“incomplete.” One may object to the inclusion of these cases of the 
“incomplete” syndrome. However, 3 of the 4 cases of Laurence and 
Moon (no polydactylism) and 1 of the 2 cases of Biedl (no mental 
retardation) would then have to be excluded because the syndrome 
was incomplete. In our opinion the description of cases of the “incom- 
plete” syndrome is not without importance in the etiologic and genetic 
investigation of such hereditary deviations. 

The lack of infundibulopituitary symptoms in the girl seems sig- 
nificant, since it proves that the opinion advanced by some authors that 
a pituitary or hypothalamic deficiency may be of central importance 
the etiology of the Laurence-Moon-Biedl syndrome is not tenable. The 
n this case 


in 


retinitis pigmentosa, mental deficiency and syndactylism i 
cannot have been caused by hypothalamic or pituitary changes but were 
independent hereditary defects. 

The occurrence of dwarfism in the 2 brothers can hardly be coin- 
cidental. Retarded growth was noted in 3 of the 4 patients described 
by Laurence and Moon. Shortness of stature was noted in 17 of the 87 
cases cited in the literature, while in many descriptions no mention 
was made of height. Dwarfism in the brothers of Shirley H. apparently 
could not be attributed to malnutrition, rickets, chondrodystrophy or 


hypothyroidism or to hepatic, intestinal or renal insufficiency. Their 
dwarfism was probably due to pituitary dysfunction. If this is true, 
symptoms of pituitarism, lacking in the sister, were found in the 2 
brothers. Such a dissociation of symptoms in a family is often observed 
in hereditary multiple degeneration. 

To discover additional evidence of the questionable unity of the 


Laurence-Moon-Biedl syndrome, an analysis of the literature usually 


cited under that name was undertaken. In the table, addition to 
the five cardinal signs of the syndrome, “accidental fin s,”’ such 


no 
_ 
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as dwarfism, atrophy of the optic nerve without retinitis pigmentosa, 
strabismus, nystagmus, deafness, congenital heart disease and deformi- 
ties of the skull, are listed as symptoms of equal importance. Each 
symptom is designated by a letter, and the frequency of their combina- 
tion is tabulated. The table is based entirely on cases cited in the 
literature as instances of the Laurence-Moon-Biedl syndrome. Data on 
living brothers and sisters of the patients who showed any malformation 
are included. This procedure was thought to be permissible because 
the symptoms of these siblings, though they were incomplete from the 
standpoint of the syndrome, were certainly due to the same cause. We 
cannot claim completeness for the table, since many authors stated 
neither the presence nor the absence of certain symptoms which they 
considered unimportant. 

Of the 102 patients whose symptoms were tabulated, only 24 showed 
the combination of the five required symptoms: obesity, hypogenitalism, 
retinitis pigmentosa, mental retardation and polydactylism. Therefore, 
the syndrome of the remainder must be considered “incomplete.” On the 
other hand, in 14 of the 24 cases in which the syndrome was complete, it 
was “supercomplete’’; that is, there were additional heredodegenera- 
tive symptoms which could not be considered accidental. Thus ten 


cases remain in which there were present only the five typical symptoms 


of the Laurence-Moon-Biedl syndrome. 

It is true that in the table the combination ABDIK appears more 
frequently than any other. However, that does not justify the con- 
clusion that it actually has the highest incidence, since the table is 
based on cases collected for the purpose of confirming the Laurence- 
Moon-Biedl syndrome. Probably one would find just as many cases of 
the other combinations if a search were made for them. This hypothetical 
statement could have been made more obvious by adding to the table 
data on a collection of evidently related cases not contained in the 
literature of the Laurence-Moon-Biedl syndrome. Such a procedure 
would be justified, since there is a gradual transition from the combina- 
tions we have listed to others not thought of in this connection. For 
example, the association of retinitis pigmentosa and deafness occurs 
in the table only twice (BDHI and BDHK), the Laurence-Moon- 
Biedl syndrome being “incomplete” in the cases. Thus an impression 
might be gained that the combination is rare. This is not the case, as 
can be seen from Bell’s monograph on retinitis pigmentosa, in which 
she stated that the combination was found in about 10 per cent of 919 
cases. On the other hand, the combination of polydactylism and 
retinitis pigmentosa is found in our table 47 times, or in 66.2 per cent 
of the cases, while Bell found it in only 1 per cent of her cases of retinitis 


pigmentosa. These considerations should be carried on for each symptom 





The Incidence of Symptoms in Cases of the Lawrence-Moon-Biedl S 


\BCD FG 
ABCD FG 
ABCD G 
ABCD 
{BCD 


ABC 


) E 


ABC 
ABC 


AB 
AB 
AB 
AB 

AB 
AB 
AB 

AB 

AB 


AB 
AB 
AB 
AB 
AB 
AB 
AB 
AB 
A 


A 
A 
\ 
A 
A 
A 
\ 
\ 
A 
A 
\ 
A 
\ 
\ 
\ 
\ 
A 
A 


D 

D FG 
D FG 
D F 
D F 
D G 
D G 
D 

D 


D 

D 
E 
EFG 
E 


FP 


G 


Reported in the Literature 








K 
IK 


K 
I 


IK 
K 


KL 


M 


Frequency 


— & dO 


— Oo = em ee bo PD 


Oa to | = oo 


ra 
SoS 


el cael el eee ol ll oe el el oe oe oe ee ee 


o 


1 


Author by Whom Reported 


Laurence and Moon; Reilly and Lisser 

Bertolotti 

Solis-Cohen and Weiss 

Solis-Cohen and Weiss; Lange 

Solis-Cohen and Weiss; Bied! and Raab 

Rozabel-Farnés 

Weiss 

Zondek 

Looft; Kriickman and Meyer; Bied!] and Raab 

Bernhardt 

Laurence and Moon; McCrae and Weiss; Ricaldor 

Zondek 

Beck 

Rosenstein; Cockayne and others 

Lange; Denzler; Ricaldoni and Isola; Sterling 

Ornsteen; Kriickman and Meyer; Solis-Cohen anc 

Gordon; Poos; Looft; Jenkins and Poncher; Or: 
von Jaksch; McAlpine; Beck; Lange 

Herzog; Boenheim; de Schweinitz; Bauer 

Boenheim 

Schweizer 

Bernhardt 

Rozabel-Farnés 

Weiss 

Molitch and others 

Turner 

Mckinney 

Moliteh and others: Looft 

de Schweinitz 

Rowe 

Reilly and Lisser 
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Lisser 

Bardet 
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Molitch and others 
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A, obesity; B, genital dystrophy; C, dwarfism; D, retinitis pigmentosa; E, optic atrophy 
without retinitis pigmentosa; F, strabismus; G, nystagmus; H, deafness; I, mental deficiency; 
k, polydactylism, syndactylism; L, congenital heart disease; M, deformities of the skull 
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and would show what a distorted picture, as far as frequency of combina 
tion is concerned, results through the establishment of such a syndrome. 

It would be of great value to the clinician as well as to the pathologist, 
the endocrinologist and the geneticist to know which combinations of 


hereditary deviations are found together frequently and which are 
rarely associated. Only an unselected collection of cases, with as complete 


a family history as possible, and a statistical evaluation on a broad basis 
will provide that information. The construction of syndromes, which 
is in most cases an arbitrary procedure, tends to obscure rather than to 
reveal the true picture. 

SUMMARY 


1. Cases of an “incomplete” Laurence-Moon-Biedl syndrome have 
been reported, and the literature has been reviewed. 


2. From the evidence thus presented, the designation as a syndrome 


of the five hereditary symptoms retinitis pigmentosa, obesity, hypo- 

genitalism, mental retardation and polydactylism has been shown to be 

unjustified. 
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REACTION FOLLOWING THE INTRAMUSCULAR 
INJECTION OF WHOLE BLOOD 


MILTON RAPOPORT, M.D. 
AND 
JOSEPH STOKES JR. M.D. 
PHILADELPHIA 


In recent years whole human blood given by intramuscular injection 
has been used extensively for prophylaxis and treatment. Accidents 
have occasionally followed such injections. Thus, pyogenic infections 
have developed at the sites of injection, syphilis and malaria have been 
transmitted and allergic phenomena, such as urticaria, have been noted. 
The etiology of such occurrences is usually obvious. In this communi- 
cation there is reported the study of a group of children in whom a 
definite reaction appeared after the intramuscular injection of whole 
blood, the reaction having an almost identical course in all the children 
in whom it developed. Approximately six days after the injection, the 
affected children suddenly became acutely ill, with fever and malaise, 


and the sites of injection became swollen, hot, red and painful. ‘These 


symptoms lasted for three or four days and then subsided completely. 
A single reference in the literature to a similar reaction has been found. 


into 214 children for prophylaxis of measles, stated briefly : 

“Reactions developed in five children. They occurred on the fifth 
day and were characterized with swelling, local tenderness and fever.” 

However, from a number of personal communications it would 
appear that such reactions are not uncommon even though unreported. 
No reports have been found dealing with the possible etiology of this 
type of reaction. In this study certain observations have been made 
which appear to cast some light on the nature of the phenomenon. 

The opportunity to observe and study this reaction presented itself 
in the following manner: From Aug. 20 to Sept. 26, 1932, while 
Philadelphia was in the midst of an epidemic of acute anterior polio- 
myelitis, a study was undertaken at the Department for the Prevention 
of Disease at the Children’s Hospital, of the prophylactic use of parents’ 


From the Children’s Hospital of Philadelphia and the Department of Pediatrics, 
University of Pennsylvania School of Medicine. 

1. Kaiser, D. Albert: Value of Immune Adult Blood in the Treatment of 
Measles, New York State J. Med. 33:521, 1933. 
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whole blood. The results of this investigation have been reported,’ 
and they bear no relation to the present study. During this period 
1,341 children were given injections of their parents’ blood. The technic 
of injection was as follows: 

Two cubic centimeters of a 10 per cent solution of sodium citrate 
was drawn into a large syringe. By means of the same syringe 60 cc. 
of the donor’s blood was withdrawn, shaken and immediately injected 
into the child’s buttocks, 30 cc. into each side. 

Of this group, 52 children showed the reaction already mentioned. 


A more complete picture of the onset and course of the reaction is 
given by the following case history of 1 of the 3 children who were 


admitted to the wards for observation. The remaining children were 
studied in the outpatient department. 


L. S. was a 6% year old Italian boy. The family history and the past medical 
history were negative and entirely irrelevant. 

The patient and his brother (aged 10) each received 60 cc. of their mother’s 
blood on Sept. 15, 1932, as prophylaxis against poliomyelitis. The brother suffered 
no ill effects at any time. For some hours following injection, the patient com- 
plained of pain in the buttocks which made walking difficult. This disappeared, 
and the following day he was perfectly well, playing outdoors actively. He con- 
tinued to carry on his normal activities for the following five days. On the night 
of September 20, five and one-half days after the injection, he went to bed feeling 
perfectly well. At 11 p. m. he awakened with such severe pain and tenderness in 
the buttocks that he could not lie on his back. The mother noted that he was 
feverish. He slept through the remainder of the night lying on his abdomen. 
On the morning of September 21 the pain in the buttocks was more intense; the 
buttocks were red, swollen and very tender, and the fever was evidently higher. 
He was brought to the hospital and admitted to the ward at that time. 

Physical Examination—The patient was a well developed and fairly well nour- 
ished boy, who seemed very ill. He walked with great difficulty with a shuffling 
gait, as he did not bend his lower extremities at the knees or hips. 

The temperature was 102.4 F., the respiratory rate 26 and the pulse rate 120. 
The skin was warm and dry, with areas of erythema over both buttocks. The 
mucosa of the nose and pharynx was injected. There was some puffiness of the— 
upper and lower lids of both eyes, and the palpebral and bulbar conjunctivae were 
injected. In the right eye there was evidence of paralysis of the third nerve which 
had been present since birth. 

Both buttocks were swollen, tender and red—the right buttock more markedly. 
The swelling had its center around each point of injection, and there was brawny 
induration of the tissues, with pigskin mottling of the overlying skin. There was 
tenderness in the back of the thighs, popliteal spaces and calves and along the 
course of the sciatic nerves. 

Laboratory Findings.——The urine was normal on two examinations. The blood 
on September 21 showed 3,810,000 red cells, 76 per cent hemoglobin and 14,000 

2. Stokes, Joseph, Jr.; Wolman, J. Irving; Carpenter, C. Howard, and Mar- 
golis, Julius: Prophylactic Use of Parents’ Whole Blood in Anterior Poliomyeli- 
tis: Philadelphia Epidemic of 1932, Am. J. Dis. Child. 50:581 (Sept.) 1935. 
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hite blood cells, with 74 per cent neutrophils, 19 per cent lymplx 
ent mononuclears, 3 per cent transitional cells and 3 per cent eosin 
Wassermann and Kahn reactions were negative. The spinal fluid 
normal. <A blood culture gave negative results. The Mantoux reactior 
tive to 1 mg. of old tuberculin. 

Course-—Warm compresses saturated with magnesium sulfate wet 
the buttocks, and on September 24 the patient was afebrile, the symptor 
appeared and the buttocks appeared normal. 

The blood on September 23 showed 3,640,000 red cells, 72 per cent hemoglobin 
and 12,250 white cells, of which 70 per cent were neutrophils, 29 per t Ivmpho 
cytes and 1 per cent mononuclears. On September 27 there were 6,70 e cells, 
of which 50 per cent were neutrophils, 46 per cent lymphocytes, 1 pet 
nuclears and 3 per cent eosinophils. 


The 2 other children admitted to the hospital suffered trom reactions 
which were replicas of that shown by the first patient. 
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Temperature curve and clinical findings in case 1 


One, an Italian girl of 5% years, had received 60 cc. of her father’s blood. 
Two brothers of the patient, 8 and 11 years old, had received si njections 
and suffered no ill effects. The patient’s reaction occurred 5% da fter injec- 
tion. The blood showed red blood cells, 4,580,000; hemoglobin, 82 per cent, and 
white cells, 18,900, with a differential count showing neutrophils, 72 per cent; 
lymphocytes, 23 per cent, and monocytes, 1 per cent. Other tests gave negative 
results. 

Three days later the leukocytes numbered 9,400, with a differ 1 count of 
68 per cent neutrophils and 28 per cent lymphocytes. 

The third patient was an Italian girl of 3 years, who had rec 60 cc. of 
her mother’s blood. A reaction occurred five days after injection and was similar 
in all respects to that of the other 2 children. She was not brought to the hospital 
until the fourth day of the attack, and she recovered in two more days. On the 
day of admission there were only 9,500 leukocytes, with 70 per cent neutrophils 
and 28 per cent lymphocytes. Other tests gave negative result: 

For all 3 of the patients no family history of allergy could bs 

The clinical course of the reaction is shown graphically in 
presents the temperature curve and clinical findings in case 1 
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In table 1 is presented a résumé of the observations on the entire 
group of children. 

From this table the following facts are apparent: 

1. Fifty-two of 1,341 children, or 3.87 per cent, showed the reaction. 
This is in fairly close agreement with the incidence in Kaiser’s series, 
in which 5 of 214 children, or 2.35 per cent, were affected. 2. There 
seemed to be no significant predilection for either sex. 3. Age seemed 


TABLE 1—Summary of Clinical Findings in Group of Children with Reaction 








Number of children given injections of whole blood 
Number of children who showed 4 reaction 
Sex distribution of children in whom a reaction developed 
Male 
Female 
Time of appearance of reaction following injection 
Duration of reaction 
Signs and symptoms of reaction 
Systemic 
Sudden onset 
Temperature 101 to 104 F. 
Malaise 
Injection of mucous membranes 
Leukocytosis 
Local 
Pain and tenderness 
Swelling 
Heat 
Redness 


52, or 3.87 per cent 


Cells and Serums 


33 


2 to 10 days, average 5.7 
2to 7 days, average 3.5 


Cross Matchings ot 





TABLE 2.—Age Range of Entire Group and of Children Showing Reactions 











Number of Percentage of 1,341 
Children Children in Each 
Age, Years Reacting Age Group 


0 0.2 
11.5 
12.2 
12.0 
11.1 
12.0 
10.0 
9.1 
8.5 
71 
5.1 


1.0 
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to play no part; the children varied in age from 18 months to 10 years, 
and their ages were scattered over the age range of the entire group 
of 1,341 children (table 2). 

Several other factors were found to have no bearing on the etiology 
of the reaction. 


Thus, color did not seem to be an important factor, 
since 9 of the 52 children were Negroes and the remainder were white. 
This corresponded well with the composition of the entire group of 
1,341 children, which contained 27 per cent Negro and 73 per cent 
white children. The sex of the parent who served as donor of the 
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blood was of no import, there being 25 fathers and 27 mothers; nor 
did the sex of the parent in relation to the sex of the child seem of 
any significance. 
EXPERIMENTAL STUDIES 

In an attempt to elucidate the nature of this reaction the following 
studies were carried out: 1. Intradermal tests were performed on the 
reacting child with various fractions of the donor’s blood. 2. Typings 
and cross-agglutinations of reacting and nonreacting children with their 
donors were studied. 3. A reproduction of the reaction in a reacting 
child was studied. 

Intradermal Tests—One-tenth cubic centimeter of each of the following was 
injected intradermally into the skin of the forearms: 


. Whole blood ) 
. Citrated whole blood | 
. Washed corpuscles * 

. Serum 

. Citrated serum (3 per cent) 


6. 3 per cent sodium citrate | 


+ from donor 


* Resuspended in physiologic solution of sodium chloride. 

These studies were carried out on 5 children and their nonreacting brothers 
and sisters, and in all instances the results were negative. 

Typings and Cross Agglutinations: For 17 of the group of 52 children, the 
type of blood of the child as well as that of any brother or sister who received an 
injection from the same donor and did not react and of the blood of the donor was 
determined. Microscopic cross-agglutination tests were performed, using cells and 
serum of child and donor. One drop of serum plus 1 drop of a 5 per cent sus- 
pension of the corpuscles was used. The results are summarized in table 3. The 
Moss nomenclature for blood types is used. 


From the table the following facts are apparent: 

1. The donor’s red corpuscles were incompatible with the reacting 
child’s serum in all 17 cases. The distribution of incompatibilities is 
shown in table 4. 

2. In 13 of the 17 children, the donor’s corpuscles were hemolyzed 
by the child’s serum before agglutination could occur. 

3. Incompatibility of the donor’s cells and the recipient’s serum 
did not invariably lead to a reaction: Thus, 4 of the reacting children 
had a brother or sister who was given an injection of the same donor’s 
blood and who did not react. The serum of the brother or sister was 
incompatible with the cells of the donor in these 4 cases (table 5). 

Reproduction of the Reaction: L. S., whose history is given in case 1, was 
readmitted to the hospital on Aug. 4, 1933, approximately eleven months after his 
reaction. Cutaneous tests were performed again with the fractions from the 
mother’s blood, mentioned before, and all gave negative results. 


Typing of the blood showed that his was of type 4, while that of his mother 
was of type 2. 
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Cross-agglutination tests showed that the patient’s serum agegluti 


ther’s corpuscles, but there was no hemolysis of the cells. His 
glutinated by his mother’s serum—findings in keeping with the bl 
e patient and his mother. 
On August 15 he was given an injection of 35 cc. of citrated ser 
from his mother. No reaction followed this injection, and the 
and cross-agglutination tests gave the same results as before injectiot 
On August 25 he was given an injection of 60 cc. of citrated whol 
his mother. Twenty-eight hours after this injection the temperatur: 
denly to 102.8 F., and both buttocks became swollen, red, hot and 


temperature continued elevated to 102 F. for four days, and the buttocl 


swollen for three days, after which they both became normal. 
Cutaneous tests with the fractions of the blood again gave neg 

Cross-agglutination tests performed on August 31 and September 1 
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no reaction developed after the injection of the serum. Since th 
symptoms developed after the injection of whole blood, it may b 
inferred that the substance resided in the donor’s red cells. 


COMMENT 


Of the 17 children whose blood was investigated, all showed this 
finding in common: Their serum agglutinated the cells of the donor. 
This might possibly be a coincidence, but it seems highly unlikely. 
However, it cannot be concluded from this finding that incompatibility 
of a recipient’s serum with a donor’s cells will always lead to a reac- 
tion following the intramuscular injection of blood. Surely more than 
52 such incompatibilities would have occurred in a group of 1,341 
injections, and what is more conclusive, the blood of some of the 
brothers and sisters of reacting children was similarly incompatible 
with that of their donors and they did not show reactions. 

In connection with this point of incompatibility, the case of one 
child, D. S., is of extreme interest. Six months prior to the develop- 
ment of his reaction, he had received 30 cc. of blood from his father 
intramuscularly as prophylaxis for measles (the blood of both the 
father and the patient was of type 4) without any ill effect. However, 
when he received blood from his mother (type 2) a typical reaction 
developed. This appears to be strong evidence that the reaction is 
related to the incompatibility of the recipient’s serum and the donor’s 
cells. 

The donor’s serum can be eliminated as a possible etiologic agent 
in this reaction. Thus, in the case of L. S. injection of his mother’s 
serum was harmless. Furthermore, hundreds of injections of human 
serums have been given at the Children’s Hospital without the develop- 
ment of reactions of this type; nor has there been any description in 
the literature of such reactions following the injection of human serum, 
free from hemoglobin. 

As noted, 13 of the 17 children showed hemolysin in their serum 
against the corpuscles of their donors. While no titrations of this 
hemolysin were attempted, it appeared to be present in fairly high 
titer, because in all instances the hemolysis took place before agglu- 
tination could occur. Isohemolysins occur normally in healthy persons. 
Thus, Jones * has shown that 27.3 per cent of new-born infants have 
isohemolysins in their serum, and Hesser* demonstrated that 44 per 


cent of adults possessed them. 


3. Jones, Basil B.: Isohemolysins in Human Blood, with Especial Reference 
to the Blood of the New-Born, Am. J. Dis. Child. 22:598 (Dec.) 1921. 

4. Hesser, S.: Serologic Studies of Human Red Corpuscles, Acta med 
Scandinav. (supp.) 9:1, 1924. 
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The hemolysins present in the serums of these 13 children were 
probably an increase of normally occurring isohemolysins, in response 
to the injection of incompatible blood corpuscles. Thomsen ° injected 
incompatible blood intramuscularly into 56 persons. He found no 
increase in the titer of agglutinins against the injected corpuscles. He 
mentioned a reaction in 1 case, with fever and local swelling and 
pain, which disappeared in three or four days, without stating how long 
after the injection this occurred. In 8 persons he found a marked 
increase in the hemolytic titer of the blood. The hemolysin which was 
demonstrable in his cases hemolyzed not only the corpuscles of the 
blood with which the injections were made (type 2) but also the cor- 
puscles of blood of type 3. Evidently the injection of incompatible 
corpuscles not only stimulates the formation of hemolysin against 
the type of corpuscle injected but causes an increased formation of other 
naturally occurring hemolysins. Unfortunately, the serums of our 
patients were not tested against the corpuscles of types different from 
that of the donor. ; 

Thomsen also followed the titer of a similar hemolysin which devel- 
oped in one patient after a mismatched blood transfusion. This hemo- 
lysin was present in high titer eleven and nineteen days after 
transfusion, but when the third test was made, three months later, it 
was absent. This observation may explain the absence of hemolysin in 
4 of the 17 children of the present study. They may have been tested 
too long after their reaction, the tests having been done four and 
one-half weeks, six and one-half weeks, eight weeks and nine months, 
respectively, after the reactions in these 4 cases, while in the 13 cases 
in which hemolysin was noted, the tests were done within four weeks 
after the reaction. Thus, it is possible that the hemolysin had disap- 
peared in the 4 cases in which it was not demonstrated. 

The fact that L. S., in whom the reaction was reproduced, did not 
show hemolysin after his second reaction is not readily explained. It 
is possible that he was tested too early, one day and two days, respec- 
tively, after the reaction. During the reaction and shortly thereafter 
it is highly likely that the hemolytic antibodies were fixed at the sites 


of injection by residual antigenic substance, that is, the foreign blood 
cells, or by altered tissue cells, so that they were not demonstrable in 
the general circulation. As mentioned, he was discharged from the 


hospital by mistake. 
SUMMARY 
Of a group of 1,341 children given injections of citrated whole 
blood intramuscularly, 52 showed fever, malaise and leukocytosis, with 


5. Thomsen, O.: Immunisierung von Menschen mit arteiget gruppen- 
fremden Blute, Ztschr. f. Rassenphysiol. 2:105, 1930. 
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swelling, redness and pain at the sites of injection for from two to 


ten days, average five and seven-tenths days, after the injection. These 


symptoms lasted from two to seven days (average three and one-half 
days) and left no residua. 

This reaction was independent of sex, age or color. 

The blood types of 17 of the children and the blood types of the 
donors were investigated. In every case the types were such that the 
cells of the donor were incompatible with the serum of the recipient. 

The blood of 13 of these 17 children possessed hemolysin against 
the donor’s corpuscles. 

The possible significance of these findings is discussed. 
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Sexual precocity, always of interest to the clinician, 
increasingly so of late, because of a more thorough appre 
the causative factors. Notwithstanding the progress made 
there are still cases of precocity associated with lesions of 
which require further elucidation. Particularly is this true of 
of precocity associated with lesions in the hypothalamic regi 
lesions of the brain which are accompanied by chronic increa 
cranial pressure and which produce their effects through 
turbance in the hypothalamic-hypophysial mechanism, without 


gene! 


the ensuing typical lesions in the endocrine glands one g 
ciates with sexual precocity. 

Although some clinicians may doubt that there is any 
between such lesions of the brain or intracranial pressure 
effects on the hypothalamic-infundibular-hypophysial pathway 
cocity, others have hinted at the possibilities of such lesions 
ciation with involvement of the pituitary gland. Heuyer, Le } 
and others have considered the likelihood of such deranget 
pituitary gland in the following cases: 

Heuyer and his co-workers,’ in 1931, presented the cas¢ 
with moderate hydrocephalus, who showed signs of physical 
precociousness. At postmortem examination, no gross lesi 
adrenal glands or of the testicles were found. Macroscoj 
pineal body and the hypophysis were found to be normal. I: 


of the mamillary tubercles a well defined tumor was preset 


From the Endocrine Clinic of the Department of Pediatric 
University College of Medicine, and the Children’s Medical Ser 
Hospital, Dr. Charles Hendee Smith, Director. 

1. Heuyer, G.; Lhermitte, J.; de Martel and Vogt, C.: 
Macrogenitosomia Associated with an Ependymal-Glioma in 


Region, Rev. neurol. 2:194, 1931. 
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pressed on and flattened the pituitary gland anteriorly. Serial histo- 
logic sections of the entire cerebral trunk revealed an ependymoglioma, 
developed at the expense of the mamillary tubercles, especially the 
right. This infiltrated the infundibulotuberal region, but did not produce 
any appreciable destruction of the nuclei of this region. These authors 
admitted that it was permissible to suppose that a tumorous change 
which caused no degeneration and no necrosis may have acted by 
possible excitation of the nervous system, which was reechoed in the 
hypophysis. 

Recently, Le Marquand? presented the case of a boy aged 4% 
years, who showed true precocious puberty but did not have hydro- 
cephalus. He was studied from the age of 14 months. Necropsy 
revealed a circumscribed tumor occupying the interpeduncular space 
and attached to the right corpus mamillare and the tuber cinereum. 
The tumor appeared to occupy a redundant portion of the floor of the 
ventricle and appeared to be formed by a developmental error (this 
Le Marquand called a hamartoma). On microscopic examination the 
adrenal glands, the pineal body, the thymus, the pancreas, the thyroid 
gland and the parathyroid glands appeared to be normal. The testes 


contained conspicuous groups of interstitial cells; spermatids and sper- 
matozoa appeared in the lumens of the tubules. Serial sections of the 


hypothalamus and the pituitary body revealed no abnormalities. This 
author felt that the only pathologic change to which the precocious 
puberty could be ascribed in this case was the tumor-like mass at the 
base of the brain. He also suggested that in cases in which the pineal 
body, the adrenal glands, the hypothalamus or the gonads were 
involved, each or all caused pubertas praecox by an influence on the 
hypothalamic centers, the latter effects then influencing the pituitary 
body. 

Krabbe * described the case of a boy who showed pubertas praecox. 
In addition, he showed tuberous sclerosis of the brain which manifested 
itself by the formation of gliomas in the mamillary bodies and in the 
ventricles by internal hydrocephalus. Postmortem examination, gross 
and histologic, revealed that the thymus, thyroid, pituitary and adrenal 
glands showed no abnormalities, yet the testicles showed spermatozoa. 
The amount of connective tissue in the testes corresponded to the normal 
amount in an adult; the interstitial cells were a little more numerous 
than in an adult. 


2. (a) Le Marquand, H. S.: Suprarenal Virilism, Proc. Roy. Soc. Med 
25:804, 1932. (b) Le Marquand, H. S., and Russell, D. S.: A Case of Pubertas 
Praecox, Roy. Berkshire Hosp. Rep., March 1934-1935, p. 31. 

3. Krabbe, K. H.: Tuberous Sclerosis of the Brain and Hydrocephalus 
Their Relationship to Precocious Puberty, Encéphale 17:281, 1922. 
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Several other cases of macrogenitosomia or precocious puberty asso- 
ciated with a tumor of the floor of the third ventricle or of the hypo- 
thalamic region and hydrocephalus in boys have been described by 
Horrax and Bailey,t Schmalz,> Dods,* Thomas Schaeffer’ and 
others; 

Schlesinger * reported the case of a girl 8 years and 8 months of age 
whose breasts began to develop at the age of 7. The secondary sexual 
characteristics were present, but menstruation had not begun. She pre- 
sented progressive hydrocephalus due to postbasilar meningitis at the 
age of 4 months and subsequent spastic paralysis. The diagnosis was 
not verified pathologically. 

De Cardenas ® reported the case of an 8 year old girl with spastic 
paralysis who as a result of meningitis at an early age showed pro- 
3 years of age her breasts began to enlarge, and pubic hair made its 
appearance. The labia were enlarged, and the clitoris was well developed. 
(It was not stated whether the clitoris was penis-like or whether men- 
struation was present.) However, after injection of the patient’s urine 
into immature female mice, a study of the animals revealed no enlarge- 
ment of the ovaries, no corpora lutea and no hemorrhagic cysts but did 
reveal increased development of the follicles as well as great congestion 
of the tubes and ovaries, which we believe were probably effects of the 
follicle-stimulating hormone. Injection of the patient’s urine into male 
rats caused no apparent external changes, but autopsy revealed a dimi- 


gressive enlargement of the head since the age of 2. When she was 


nution in the size of the seminal vesicles and testicles, which we believe 
were probably the effects of estrogen.1° De Cardenas expressed the 
opinion that there must have been some derangement in the function 
of the hypophysis and the pineal gland as a result of the meningitis 
with its subsequent hydrocephalus. 


4. Horrax, G., and Bailey, P.: Tumors of Pineal Body, Ari 
Psychiat. 13:423 (April) 1925. 
5. Schmalz: Beitr. z. path. Anat. u. z. allg. Path. 73:168, 1924 


6. Dods, L.: Adenohypophyseal Dystrophies of Infants and Child 
Australia 2:277 (Sept. 1) 1934. 

7. Thomas, A., and Schaeffer, H.: Precocious Macrogenitosomia with Hydro- 
cephalus, Inflammatory Lesions of Tubero-Infundibular Lesion and Cervical Tri- 
meningeal Symphysis, Rev. neurol. 2:595, 1931. 

8. Schlesinger, B.: Hydrocephalus with Precocious Puberty Fol 
Basic Meningitis, Proc. Roy. Soc. Med. 28:149, 1934. 

9. de Cardenas, J.: Hydrocephalus and Genital Precocity, P 
21:600, 1932. 

10. Allen, E.: The Ovarian Follicular Hormone, in Sex and 
tions, Baltimore, Williams & Wilkins Company, 1932, p. 393. 
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Moniz and Lima," in 1932, reported the case of a 9 year old girl in 
whom hydrocephalus developed shortly after an attack of “meningitis” 
at the age of 3 months. She had “always been paraplegic.” At the time 
of examination macrogenitosomia was present, and thick cranial bones 
were noted on roentgen examination. When the child was 9% years 
of age, while she was at the hospital, the first menstrual period started. 
No evident cause for the pubertas praecox could be found, and although 
necropsy was not performed, the authors felt that the thick cranial bones 
in hydrocephalus played a possible part in aggravating the intracranial 
pressure. However, they could not correlate the thickness of the skull 
with the macrogenitosomia. Interestingly, the photograph of the child 
in the authors’ report bears a striking likeness and is somewhat similar 
in type to our patient A. D. (case 2). 


In addition, the condition in the cases to be cited by us resembles 
clinically, in so many respects, that in the three cases presented by 
Schlesinger, de Cardenas, and Moniz and Lima that it is hoped that this 
report, in which the diagnosis in one case was confirmed by necropsy, 
and the conclusions may be a step in the direction of further diagnostic 


clarification. 
REPORT OF CASES 


Case 1.—L. M., a 7 year old white girl of Italian parentage, was admitted to 
the orthopedic service of the Brooklyn Jewish Hospital for the correction of 
talipes equinus and kyphosis. In addition to these deformities, she presented 
marked hydrocephalus and precocious development. 

The patient was delivered by forceps and weighed 8 pounds (3,628 Gm.) at 
birth. The father and mother were in good health. The patient was the second 
born, the first child having died of erythroblastosis foetalis one day after birth. The 
patient’s first tooth appeared at the age of 7 months, and she spoke at an early age. 
There were no childhood diseases or history of meningitis. Cod liver oil was 
given during her infancy. The patient had not been able to sit up alone because 
of a weak back, and when she was supported in a sitting position the weight of 
her enlarged head apparently caused her to become dizzy. She never had walked 
because of the talipes equinus and the spasticity of the lower extremities. The 
mother stated that since birth the child’s right foot had “turned in.” This condi- 
tion progressively had become more pronounced as the child grew up, and now 
this was true also of the left foot. At one time the child could stand up momen- 
tarily by supporting herself, but later she could not do even this. Tenotomy had 
been performed with fairly good results. 

The enlargement of the head had been noted at the age of 2 months and had 
become progressively worse. There was no antecedent acute illness or violent 
trauma except at the time of the instrumental delivery. 

The child had been followed in the outpatient department since the age of 2 
years, and her condition had become worse. The enlargement of the head had 


11. Moniz, E., and Lima, A.: Paraplegia and Precocious Macrogenitosomia 
in Congenital Hydrocephalus Accompanied by Thick Cranial Bones, Rev. neurol. 
1:693, 1932. 
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become so great that the patient had difficulty in supporting it. The hydrocephalus 
interfered with the upward gaze and seemed to be pushing the eyes downward. 

The appearance of suprapubic hair was noted by the mother when the child 
was 6 years old. Also, since infancy some blond down had been noticed on the 
child’s legs, thighs, forearms and back; there was none on the face, chest or 
abdomen. In the past year, the breasts had become definitely fuller. Menstrual 
vaginal bleeding had not appeared, but the mother had noticed a whitish yellow 
discharge on the child’s bloomers. 

Physical examination of the child at the age of 7 years showed a fairly alert 
and well nourished, not acutely ill girl. The body length was 125 cm. The head 
was markedly enlarged, measuring 72 cm. in circumference. The fontanels were 











Fig. 1 (case 1).—Photograph of L. M., at 6% years of age, showing the marked 
enlargement of the head, the suggested fulness’ of the breasts and the bilateral 
equinus deformities. Pubic hairs are not visible in the photograph as they were 


shaved in preparation for operation. 


closed. An abundant crop of hair was present on the head. There was no hyper- 
trichosis of the face. The eyes were equal and reacted to light. No palsy of the 


ocular muscles was present; the vision was poor, but there was no nystagmus. 


The upward gaze was limited by the hydrocephalus. Examination of the fundi 
showed primary atrophy of the optic nerves. The nose and throat were normal. 
The teeth showed an eruption commensurate with the child’s age, but several 
teeth presented hypoplasia of the enamel. Hearing was not impaired, and the 
child’s responses were prompt and intelligent; at times she even anticipated the 
examiner’s question. 
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The heart and lungs were normal. The blood pressure was 110 systolic and 
80 diastolic; the pulse ranged from 118 to 130. There was definite kyphosis. The 
breasts were definitely fuller than normal for the child’s age. The nipples were 
not prominent, and the areolae were pigmented for about 1 inch (2.5 cm.) in 
diameter. There was no hypertrichosis in the mammary region or on the chest, 
The axillary region showed slight pigmentation, but no hair. 

The abdomen was soft and adipose, but presented no palpable masses. There 
was a good crop of long black suprapubic hairs of feminine distribution. The 
external genitals appeared to be mature, and long black hairs were present on the 
labia majora; the clitoris, although prominent, was not penis-like in type. Rectal 
examination revealed no mass in the adnexa uteri. 

The lower extremities showed spastic paralysis and talipes equinus. There 
was some hyposensitivity to light touch all over the lower extremities, but the 
patient’s reaction was more acute to firmer pressure. Temperature perception was 
good. There were some blond hairs on the lower extremities and the forearms. 
There was some slight weakness of the upper extremities. 

The tendinous reflexes were hyperactive, and ankle clonus was present 
bilaterally. There was no weakness of the muscles of the bladder or rectum; 
adiadokokinesis or astereognosis was not present. The cranial nerves were intact. 
The mentality, although fair, was somewhat retarded for the average child of the 
same age. The impression of the neurologist was that this picture was due to a 
chronic inflammatory adhesive process at the base of the brain with internal hydro- 
cephalus as the result of trauma at birth. 

The laboratory data were as follows: The Wassermann and Kahn tests of the 
blood were negative. There were 3,500,000 red blood cells, 6,300 white blood cells, 
with a normal differential count, and a hemoglobin content of 74 per cent. The 
vaginal smear was negative for Gonococcus. The Mantoux test was negative. The 
blood during fasting showed chlorides, 338 mg. per hundred cubic centimeters; 
nonprotein nitrogen, 28 mg.; cholesterol, 182 mg.; sugar, 82 mg.; serum calcium, 
10.6 mg.; serum phosphorus, 3.1 mg.; total serum protein, 7.05 per cent; serum 
albumin, 4.15 per cent, and serum globulin, 2.90 per cent. The albumin-globulin 
ratio was 1.43. 

The urine from the patient was injected into immature female mice, but the 
ovaries of these animals showed no macroscopic changes. 

Roentgenograms of the skull showed tremendous cranial distention in all direc- 
tions. The fontanels were closed. The cranial tables were intact but thickened. 
There was loss of vascular markings. The sella turcica was deepened and slightly 
enlarged. The posterior clinoid processes were thickened and erect. The anterior 
clinoid processes could not be defined. There were no erosions. The osseous age 
was moderately advanced for a 7 year old child. There was marked diffuse osteo- 
porosis in the bones of the feet, which was considered to be due to disuse. 

When last seen the patient had had an operation for talipes equinus and was 
progressing satisfactorily. 

Case 2.—A. D. aged 6% years, American born, was the first and only offspring 
of healthy Italian parents. The mother began to menstruate at the age of 13 
years and was in no way sexually precocious. The patient had been a full term 
infant, delivered spontaneously, the labor lasting fourteen hours. The condition of 
the child at birth was good; there was neither cyanosis nor convulsions. She was 
breast fed for ten months. Her additional diet was prescribed in the outpatient 
department of the university, to which she was brought on Oct. 12, 1928, at the 
age of 6 months, because the size of her head had been increasing. 
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At the age of 2 months the patient was said to have had meningitis. This 
diagnosis was made by the family physician and a pediatrician. She was acutely 
ill, having a high fever and convulsions for one week. A grave prognosis was 
given. After two months of this illness the patient recovered from her acute con- 
dition, but in the latter part of this period her head began to enlarge, and it con- 
tinued to do so until the age of 2 years. Previous to this time the child had been 
thin, but soon she became plump and appeared to be well nourished. The mother 
stated that as a result of the foregoing illness, the child was blind for three 
months, could not move her lower extremities and was somewhat rigid. The 
rigidity, however, seemed to improve gradually, and in time the child could take 
a few steps when sufficiently supported. 

She had measles at 4%4 years and scarlet fever at 5. At the age of 5 years her 
breasts had enlarged, but the mother thought this to be part of her general 











Fig. 2 (case 2).—Photograph of A. D. at 6% years of age, showing 
enlargement of the head, well developed breasts and pubic hair. 


plumpness. This change, plus the presence of axillary and pubic hair, was first 
noticed in the clinic on May 11, 1933. Subsequently the child’s voice took on a 
more mature pitch. The head had not increased further in size after the age 
of 2. 


It was noted by the mother that when the child was 5% years of age her left 
foot had turned inward, and for the preceding few months her feet and legs had 
been getting more spastic. Examination at this time at the orthopedic clinic 
showed spastic paraplegia and talipes equinus of both feet in addition to hydro- 
cephalus and precocious sexual development. Tenotomy was performed for the 
deformity of the left foot, and for a time the deformity appeared corrected, only 
to recur after several months. The child was readmitted to the hospital ten months 
later for further correction. The upper extremities at this time showed slight 
flaccidity. A positive Babinski sign was present bilaterally. 

During the child’s stay in the orthopedic service, purulent otitis media devel- 
oped on the left side, which was still present when she was transferred to the 
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pediatric service for further study. At this time examination revealed a mentally 
retarded but physically well developed, obese child 6% years of age, who did not 
appear to be acutely ill. Her height was 48 inches (121.9 cm.) and her weight 
75 pounds (34.019 Gm). 

Hydrocephalus was marked, the head measuring 64.8 cm. in circumference. 
There was frontal and parietal bossing; the fontanels were apparently closed. 

The pupils were equal and regular and reacted to light, but due to the patient’s 
mental retardation, cooperation for accommodation was lacking. There was a 
defect in the upward gaze, but no palsy of the external ocular muscles. The vision 
was fair, although definitely impaired. Some coarse horizontal nystagmus was 
present, which was more marked on looking to the right or the left. There was 
no increase in the ocular tension. Fundoscopic examination showed partial 
atrophy of the optic nerves. The retinal vessels appeared to be normal. 

There seemed to be unimpairment of hearing to voices and loud noises. The 
child’s retarded mental state, however, prevented cooperation for more delicate 
tests. There was a malformation of both bony canals to the extent that the ear 
drum was visualized as through a small slit. A profuse purulent discharge filled 
the left external auditory canal. 

The dental status corresponded to the chronological age of the child. The 
tongue was thick and deviated to the left when protruded. 

The tonsils were enlarged, as were also some of the anterior cervical glands. 
The nasal cavities were clear. 

There was no rigidity of the neck, nor were any masses felt in this region. 

The mammary glands were fairly well developed and showed the presence of 
some glandular tissue. The areolae were not pigmented, and the nipples were 
inverted. Some axillary hair was present. The lungs were clear. The heart was 
apparently normal. ‘The pulse was regular, and the rate was normal. The blood 
pressure was 102 systolic and 70 diastolic. 

Abdominal palpation revealed no masses. The skin was clear and of normal 
texture; no striae were present. A good crop of long black suprapubic hair of 
feminine distribution was present. The external genitals appeared to be mature. 
The clitoris was pubertal in type but in no way penis-like. There were no apparent 
abnormalities of the pudendal region. Rectal examination revealed the cervix in a 
posterior position. The fundus uteri was anterior in position and of normal size. 
The adnexa uteri were normal. 

Except for the presence of some axillary hair and a luxurious growth of supra- 


pubic hair, there was no unusual pathologic hirsuties. There was, however, a 


moderate down on the upper and lower extremities. There was an abundant crop 
of hair on the head, but none on the face or chest. 

The patient’s mentality was markedly retarded. Although 6% years of age, 
she knew only her name, a few letters of the alphabet and the numbers from 1 to 5. 
She knew she was in a hospital but could not distinguish between the nurse and 
the doctor. She could not obey simple commands. She spoke with a rather deep 
voice. 

The child was rather hyposensitive to pain. Her tendinous reflexes were hyper- 
active bilaterally. The Babinski sign and ankle clonus were positive bilaterally. 
The abdominal reflexes were all absent. The condition of her lower extremities 
was described in the history; in addition, there was an operative scar over the 
left achilles tendon. The upper extremities were flaccid. The impression of the 
examining neurologist was that disease of the upper motor neuron was present 
bilaterally. 
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The laboratory data were as follows: ‘The temperature and pulse and respira- 
tory rates were in general normal. The blood pressure ranged from 108 systolic 
and 86 diastolic to 100 systolic and 72 diastolic. The Mantoux test was negative 
with 0.2 mg. of tuberculin. The urine was normal chemically and microscopically. 
The white blood cells numbered 14,000, with 80 per cent polymorphonuclears and 
20 per cent lymphocytes. The red blood cells numbered 4,880,000, with 13.4 Gm. 
of hemoglobin. The vaginal smear was negative for gonococcus. The Wasser- 
mann test of the blood was negative. The Wassermann test and the colloidal gold 
test of the spinal fluid were negative. Examination of the blood after fasting 
revealed the following composition: cholesterol, 180 mg. per hundred cubic centi- 
meters; chlorides, 464 mg.; sugar, 99.8 mg.; serum calcium, 9.7 mg., and serum 
phosphorus, 6.3 mg. 

A sugar tolerance test gave the following results: a specimen of blood taken 
after fasting showed 102 mg. of blood sugar per hundred cubic centimeters of blood. 
one-half hour after the administration of dextrose the blood sugar content was 
142.1 mg. per hundred cubic centimeters; one and a half hours after, 128.1 mg.; 
two and a half hours after, 96.5 mg., and three and a half hours after, 96.8 mg. 
Samples of urine taken at the same time as the specimens of blood were found to 
contain no dextrose or albumin. 

Roentgenograms showed the following picture: The skull was markedly 
increased in size, the maximum anteroposterior diameter being 24.2 cm. The bones 
of the vault were thinner than normal. There were definite convolutional impres- 
sions in the inner table of the posterior parietal and occipital bones. There were 
no intracranial calcifications or diastases of the sutures. Both mastoids were 
of the mixed cell, pneumatic type and presented periantral sclerosis. The sella 
turcica was somewhat flattened and slightly elongated anteroposteriorly; there 
were no apparent erosions of the clinoid processes or of the floor of the sella. 

Ventriculograms were taken after 1,100 cc. of cerebrospinal fluid had been 
withdrawn and 1,000 cc. of air injected. These showed the ventricles to be dis- 
tended enormously and to be occupying nearly the entire cranial vault. In the 
lateral view a band of tissue was seen apparently bisecting the lateral ventricles 
and separating the anterior horns to a greater extent than normally. The 
meningeal and other structures in the midfossa were unusually dense 

Roentgenograms of the centers of ossification and the epiphysial nuclei showed 
an advanced osseous age, equivalent to that of a 13 year old child instead of one 
6% years old. Roentgenograms of the dorsal, lumbar and sacral portions of the 
spine and pelvis were normal. 

Subsequent to ventriculography, the child gradually became stuporous, and 
signs of aspiration pneumonia developed, which caused her death on the fif- 
teenth day. 

Necropsy performed by Dr. Eugene Clark eighteen hours later revealed the 
following pertinent data: The external aspect of the body conformed to the 
description given in the clinical examination. The body was 4 feet in height and 
weighed 75 pounds. The child appeared older than 6% years of age 

The head was markedly enlarged, measuring 64 cm. at the fronto-occipital 
circumference, 62 cm. at the suboccipitobregmatic circumference and 68.5 cm. at 
the submento-occipital circumference. The greatest anteroposterior and transverse 
diameters of the head were 21 and 16 cm., respectively. 

The hair on the head was black and abundant. There was no evident hyper- 
trichosis. The axillary and pubic hair were present in normal female distribution. 
The body was well developed and well nourished. There were no other significant 
external findings. 
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There was an incision about 1 cm. in length in the posterior superior parietal 
region of the scalp, and a circular trephine opening 1 cm. in diameter was seen 
on the superior posterior right parietal region. When the calvarium was removed 
it was found to be 3 mm. in thickness anteriorly and 4 mm. posteriorly. The dura 
of the calvarium appeared smooth and glistening and was not thickened, and there 
was no apparent fluid in the subarachnoid space. The dorsal areas of the brain 
were smooth and flattened; there was no apparent thickening of the leptomeninges. 
The cerebral cortex was distended, flattened and fluctuant, and the corpus callosum 
thin. No masses were found in the region of the midbrain. Corresponding to the 
trephine opening in the skull, there was a wound in the cortex, which appeared 
to be closed. 

After removal of the brain, no fluid was found in the subarachnoid space of 
the posterior fossa, but stringy adhesions were seen between the pia and arachnoid 








Fig. 3 (case 2).—Midsagittal section of the brain. Note the marked dilatation 
of the third ventricle. The septum pellucidum has been torn and folded up to 
show marked dilatation of the lateral ventricles. 


and the dura around the basal portion of the cerebellum. The leptomeninges at 
the base of the brain posteriorly in the region of the cisterna pontis and the cisterna 
interpeduncularis showed marked thickening. When the brain was removed, the 
cerebellum and medulla were separated from the bone and the midbrain in the 
region of the peduncles. About 120 cc. of clear fluid gushed from the ventricles 
when they were punctured on removal. 

After fixation, the brain exhibited well marked hydrocephalus. There was 
great distention of the frontal lobes and to a lesser degree of the temporal lobes, 
with hydrops of the third ventricle. The pia-arachnoid over the pons and the 
surface of the cerebellum and the medulla appeared much thickened. On 
sagittal section a small remnant of the pineal gland was found. Marked pressure 
atrophy of both mamillary bodies was noted; they were reduced to thin shell-like 
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structures. Marked distention of the lateral ventricles and the fourth ventricle 


was also noted, and the ependyma presented a granular appearance. The corpus 


callosum was represented by a thin sheet of tissue. 

After the abdomen was opened, the fat layer was 2 cm. in thickness and the 
musculature was well preserved and red-brown. The peritoneum was normal 
and contained no free fluid. 

The pleural sacs were normal. The thymus did not appear to be enlarged and 
weighed 7.5 Gm. Except for numerous rather well circumscribed firm areas, 
resembling fresh pneumonic consolidations in all the lobes, the lungs showed no 
changes. 

The heart was not enlarged and weighed 90 Gm. The pericardium was normal ; 
the chambers, valves and musculatures showed no changes that were visible to the 


naked eye. 














Fig. 4 (case 2).—Midsagittal section of the cerebellum and brain stem. Note 
the tremendous dilatation of the fourth ventricle and dilated foramen of Luschka 
and the granular appearance of the ependymal lining. 


The liver appeared to be normal and weighed 690 Gm. On cut 
presented the markings of chronic passive congestion. The gallbladder 
ducts were normal. 

The spleen was not enlarged and weighed 45 Gm. It was firm 
showed normal markings. 

The gastro-intestinal tract and pancreas showed no changes. 

The kidneys were normal in size, each weighing 60 Gm. The capsule stripped 
vith ease, leaving a smooth surface. Section revealed normal markings. The 
pelves, ureters and bladder were normal. 

The sella turcica was flattened in the anteroposterior diameter and somewhat 


oadened laterally. The pituitary gland when removed showed similar antero- 
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posterior compression and measured 15 mm. in width, 10 mm. in the anteroposterior 
diameter and 7 mm. in height, not including the infundibular stalk. Horizontal 
section of the gland revealed no visible changes. The organ was fixed at once with 
Regaud’s fluid. 

The thyriod gland did not appear to be enlarged and weighed 7.5 Gm. Its 
capsule was smooth. On section the organ appeared reddish brown, firm and 
homogeneous and showed no visible colloid. There were no nodules in it. 

The parathyroid glands could not be found. 

The adrenal glands appeared to be normal, one weighing 10.5 Gm. and the other 
13 Gm. On section, there were no visible changes. 

















Fig. 5 (case 2).—Section showing ependymitis of the wall of the third ven- 
tricle. Note the destruction of the ependymal layer and the ependymal cells 
embedded in fiber proliferations. Hematoxylin and eosin stain. 


The ovaries were enlarged, measuring 3.5 by 1.5 by 1 cm. Each had a firm 
grayish capsule. Cut section revealed discrete hemorrhagic areas varying from 
0.5 to 2 mm. in diameter. 

The vaginal mucosa was thickened; the cervix and uterus appeared virginal 
and normal. There was no evidence of bleeding of the endometrium. 

The nipples were not raised above the surrounding skin; the glandular lobules 
and fat were abundant on section. There was no evidence of lactation. 

Microscopic examination of the brain showed definite cortical atrophy and 
moderate edema. The small pineal remnants showed no abnormalities of cell out- 


lines or staining characteristics. 
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Sections through the third ventricle and part of a lateral ventricle, stained with 
hematoxylin and eosin, showed a marked ependymitis in the third ventricle. This 


had an appearance similar to that found in dementia paralytica and evidently was 
chronic in nature. 

The process was much more marked in the lining of the third ventricle than in 
the lateral ventricle, and no other distinctive pathologic process was seen except 
a condensation of brain tissue. There was no evidence of hemorrhage, tumor or 


encephalitis. 














Fig. 6 (case 2).—Photomicrograph of the right adrenal gland, showing the 
cortical adenoma surrounded by otherwise normal cortical tissue. 


In many areas the alveoli of the lungs were filled with an exudate consisting 
almost entirely of polymorphonuclear leukocytes. In other areas the exudate in 
the alveolar spaces consisted of polymorphonuclear leukocytes, red cells and pale 
homogeneous eosinophilic material, with little or no fibrin. An interlobular septum 
was seen to be infiltrated with polymorphonuclear leukocytes. Many capillaries 
in the alveolar walls were engorged with red cells. The pleura appeared edema- 
tous. In other sections bronchial mucosa was desquamated, and the bronchial 
lumina contained many leukocytes. 

Serial sections of the pituitary gland were made in a horizontal plane and 
stained at intervals of from 20 to 60 microns. No foci of hyperplasia or tumor 
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formation was noted. The pars nervosa showed no invasion of epithelial elements. 
Unfortunately, postmortem autolysis had proceeded so far as to prevent accurate 
study of the various cell types by any of the various cytoplasmic stains. Applica 
tion of the Mallory-Heidenhain aniline blue-acid fuchsin stain revealed no apparent 
disproportion in the distribution of alpha and beta cells. However, quantitative 
estimates were not made because of the autolysis. 

The follicles of the thyroid gland appeared irregular in size and shape, but 
no infolding of the epithelial linings was seen. The colloid was excessive in 
amount and stained darkly eosinophilic and filled the distended follicles. The 
cells were of low cuboidal type. There was an increase in the number of lympho- 
cytes and fibroblasts in the interstitial tissue. No foci of involution were found. 
One section showed parathyroid tissue, which appeared to be normal. One section 











Fig. 7 (case 2).—Photomicrograph of a section of one ovary, showing mature 
and maturating graafian follicles and cyst formation. 


of the adrenal glands showed a well circumscribed cortical nodule of cords of 
epithelial cells similar to those seen in the adjacent cortex. It was about one-fifth 
the size of a lower power field. Cortical tissue in general was increased in 
amount. Medullary tissue was scanty. 

One ovary was divided in equal parts, and one-half was examined by Dr. Robert 
Frank. (Hormone studies were unsuccessful.) The other half was embedded in 
paraffin, and numerous sections were studied microscopically. The other ovary 
was divided, fixed in formaldehyde, and sectioned completely at levels of 20 
microns. Sections of both ovaries revealed many follicles in various stages of 
maturation. No corpora lutea were found. There were large numbers of primor- 
dial follicles and a number of atretic follicles. The maturating follicles uniformly 
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showed degeneration of the theca interna, the cells being uniformly pyknotic and 
desquamated into the follicle lumen. Most of the follicles contained a moderate 
amount of bright pink eosinophilic homogeneous material. The ova were in 
various stages of degeneration in the maturating follicles. Many of the follicles 
were widely dilated, forming small cysts. No areas of hemorrhage were noted. 
The cortex and medulla of the thymus were not differentiated. There was 
moderate deposition of adipose tissue. Hassall’s corpuscles were large and fairly 
numerous. Scattered throughout were foci of coarse basophilic material. 
Section through the breast showed normal overlying skin. The breast tissue 
contained a considerable amount of adipose tissue, fibrous tissue and well developed 











Fi . 8 (case 2 —Photomicrogra h of a graafian follicle showing cystic dila- 
grap 
Is. 


tation, separation of the granulosa layer and degeneration of its cel The intact 


ovum may be seen. 


glandular nodules. The acini appeared large, and the epithelial linings were single 
layered throughout. In some acini a small amount of homogeneous eosinophilic 
material was seen. 

Sections of the other organs, the myocardium, liver, spleen, pancreas and kidney, 
and a section of a costochondral junction showed no significant changes and con- 
firmed the macroscopic diagnosis. 

The final primary pathologic diagnoses were hydrocephalus internus, cortical 
atrophy with marked atrophy of the mamillary bodies, chronic ependymitis, scle- 
rosis of the basal leptomeninges with adhesions to the dura and lobular pneumonia 
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The secondary diagnoses were: pubertas praecox with macrogenitosomia, 
physiologic hyperplasia of the breasts and ovaries, microcystic degeneration of 
the ovaries, chronic passive congestion of the liver, mild colloid goiter; miliary 
cortical adenoma of the right adrenal gland and moderate involution of the thymus 
with focal calcification. 

COMMENT 

The two cases presented resemble each other in that hydrocephalus 
and spastic paralysis were outstanding and each patient displayed pre- 
cocious somatic development and precocious sexual development of the 
homologous type. We have based our conclusions on case 2 because of 
the benefit of necropsy observations. 

The existence in these patients of hydrocephalus with its consequent 
train of paralysis and neurologic signs can be attributed to birth trauma 
and meningitis, respectively. The existence of the precocious hyper- 
feminization without evident menstruation, however, is more difficult 
to explain. 

Although tumor of the adrenal cortex or hyperplasia may be asso- 
ciated with precocious sexual development in young males, it is mani- 
fested in females by the development of heterologous sex characteristics 
and not, as in our case, of homologous sex characteristics. ‘The post- 
mortem observation of a small cortical adenoma in our case does not 
alter the diagnosis, since such nodules are not infrequent in the course 
of a postmortem examination, and as such they have no significance. 
Another pathologic state which could be ruled out in the clinical diag- 
nosis was that due to ovarian tumor.'* Arrhenoblastoma is generally 
associated with symptoms similar to those seen with lesions of the 
adrenal cortex, namely a defeminization or masculation. The existence 
of a granulosa cell tumor of the ovary (in case 2) was considered as 
the most likely condition in our patient, since hyperfeminization was 
outstanding. However, physical examination revealed no adnexal 
masses, and adequate sections of both ovaries revealed no hyperplasia 
or new growth of granulosa cells to account for the precocity. The 
absence of any known pathologic changes in the ovaries or the adrenal 
glands indicates a different etiologic basis for our patients. 

The one outstanding feature common in our cases and in most of 
those culled from the literature is hydrocephalus. Certainly, hydro- 
cephalus as commonly observed is not associated with an endocrine dis- 
turbance and cannot be considered in itself significant in the 


development of sexual precocity. 


12. Novak, E., and Long, J. H.: Ovarian Tumors Associated with Secondary 
Sex Changes, J. A. M. A. 101:1057 (Sept. 30) 1933. Meyer, R.: Pathology of 
Some Special Ovarian Tumors and Their Relation to Sex Characteristics, Am. J. 
Obst. & Gynec. 22:697 (Nov.) 1931. 
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Kraus,’* however, has recently contributed observations on the role 
of increased intracranial pressure in relation to disturbances of the 
pituitary gland, which can be applied to these cases. Kraus expressed 
the opinion that in patients with neoplasm of the brain or meninges, or 
in patients with chronic internal hydrocephalus associated with a chronic 
increase in intracranial pressure, the anterior lobe of the pituitary gland 
becomes either underactive or overactive, depending on the particular 
changes that had occurred in the hypothalamic region. 

When there was actual destruction or necrobiotic changes of the 
hypothalamic region, causing the hypothalamic-infundibular-hypophysial 
chain to be broken, Kraus observed the following picture: The pituitary 
gland was found to be either normal or lighter in weight than normal 
and correspondingly normal or underactive in function. ‘There were 
retrogression of sexual characteristics, diminution of libido sexualis 
and dwarfism in the young. At the same time, obesity and diabetes 
insipidus occurred in some instances, presumably through a disturbance 
of the nervous pathway of the hypothalamic-hypophysial system. 

When the hypothalamic-infundibular-hypophysial chain was not 
broken and when there were no necrobiotic changes in the infundibular 
stalk, even when the floor of the third ventricle and the 
were paper thin from compression, Kraus claimed that the following 
effects were noted: The pituitary gland was found usually to be above 
normal in weight and showed hyperplasia of all the three types of cells 
of the anterior lobe of the pituitary gland. Menstrual disturbances 
and diminished libido were present in some of the cases, although 
spermatogenesis in most of the males was not disturbed. 


1 


hypothalamus 


In addition to the enlargement of the pituitary gland, the ovaries 
in 83.3 per cent of Kraus’ patients with increased intracranial pressure 
showed microcystic degeneration. Furthermore, on examination of the 
blood and urine of these women, it was found that the follicle-stimulat- 
ing component was increased in amount in 60.3 per cent of the women. 
(Several of the males also showed this increase in follicle-stimulating 
substance.) It was further noted that on injection of the urine of such 
patients into female animals, a ripening of the follicles was produced, 
and in some the same microcystic degeneration of the ovaries was 
reproduced. The Ascheim-Zondek reaction was observed in various 


13. Kraus, E. J.: The Hypophysis and Ovaries in Chronic Intracranial Pres- 
sure, Med. Klin. 27:547 (April 10) 1931; Zur Genese der Kleincystischen Degen- 
eration der Ovarian, Arch. f. Gynak. 152:383, 1933; Prolan Excretion in Chronic 
Increased Intracranial Pressure, Klin. Wehnschr. 11:1577 (Sept. 17) 1932; 
Changes in the Hypophysis in Chronic Increased Intracranial Pressure, Ztschr. 
f. d. ges. Neurol. u. Psychiat. 146:548, 1933; Neurobiotic Changes in the Hypo- 
physis, Especially in the Stalk, Virchows Arch. f. path. Anat. 290:658, 1933. 
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degrees, from a simple enlargement of the follicles to a markedly posi- 
tive reaction, I, and in some instances to a positive reaction, III. 

Although the actual connection between chronic increased intra- 
cranial pressure and microcystic degeneration of the ovaries is uncertain, 
Kraus expressed the opinion that the morphologic and biologic changes 
which occurred in these ovaries could be attributed to the hyperplasia of 
the anterior lobe of the pituitary gland. 

Correlating Kraus’ findings with our own, it can be seen that in our 
case 2 there were (1) chronic increased intracranial pressure, without 
a neoplasm, as a consequence of the internal hydrocephalus; (2) a 
thinned and atrophic hypothalamus but an apparently intact hypo- 
thalamic-hypophysial pathway; (3) a somewhat enlarged and com- 
pressed pituitary gland with an apparently normal histologic structure ; 
(4) evidence of much follicle maturation without luteinization in the 
ovaries, and (5) notable cystic formation in the ovaries. The last 
cannot be evaluated because of the absence of data dealing with fre- 
quency and specificity of this change in precocity as distinct from normal 
prepubertal states. 

It is possible, therefore, by applying Kraus’ findings, to arrive at a 
possible explanation for the type of precocity noted in these cases. It is 
suggested that there was overactivity of the pituitary gland due in some 
yet to be explained manner to chronic increased intracranial pressure 
without neoplasm and with no apparent disruption in the hypophysial- 
hypothalamic pathway. It is also suggested that the changes in the 
ovaries noted in case 2 were due to the follicle-stimulating component 
of the overactive pituitary gland, because the changes were similar to 
the microcystic changes noted in Kraus’ work. It is further suggested 
that the follicular hormone presumed to be produced through the ripen- 
ing of the ovarian follicles was probably responsible for the early 


ripening of the accessory and secondary sex characteristics." 


SUMMARY AND CONCLUSION 

Several cases from the literature are reported as examples of 
pubertas praecox and macrogenitosomia praecox in males and females, 
with and without menstruation in the females, without any apparent 
lesions in the endocrine glands which one usually associates with pre- 
cocity. 

The findings are reported in the cases of two young girls who 
showed a similarity of symptoms, such as chronic internal hydrocephalus, 


spastic paralysis and macrogenitosomia praecox without menstruation. 


One of these cases was studied at necropsy. 


14. Allen,?° pp. 412-417. 
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In addition to the existing hydrocephalus, pathologic studies of the 
ductless glands showed a normal pineal gland, one normal parathyroid 
cland, inconsequential involvement of the thyroid and adrenal glands, 
an enlarged, somewhat compressed pituitary gland and many 
cysts in the ovaries. The follicles were in various stages of maturation, 


follicle 


but none exhibited luteinization. 

It is suggested that chronic increased intracranial pressure with 
compression of the hypothalamic-infundibular-hypophysial pathway was 
the starting point for the development of the precocious state 


Dr. Benjamin Kramer, chief of the Pediatric Department, and Dr. Benjamin E. 
Wolfort and Dr. Joseph E. Milgram, of the Orthopedic Department of the 
Brooklyn Jewish Hospital, gave us permission to study and to include case 1 in 
this report. 

Dr. Douglas Symmers, director of the Pathologic Laboratories of Bellevue 
Hospital, gave us permission to report the pathologic data in case 2. The report 
of the examination of the brain was made by Dr. Lewis Stevenson 
logic studies of the pituitary gland and ovaries by Dr. Irving Graet 


he histo- 


135 Eastern Parkway. 
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INTESTINAL STASIS DUE TO LOW 
MINERAL INTAKE 


ELIZABETH CHANT ROBERTSON, M.D. 


TORONTO, CANADA 


About two years ago, in the course of some other experiments, it 
was noted that rats fed a diet low in minerals showed intestinal stasis,’ 
and this condition has been extensively studied since that time. 


TABLE 1.—Composition of the Diets 


Adequate 
Diet, in Minerals, 

Percentage Percentage 
Corn stareh.<....... ms er er SC ameaien 60 64 
Purified casein re 18 18 
Hydrogenated oil............ eens Soave ween an 10 
Cod liver oil : 2 
DEIOG DECWEE BS FOREL ncn wc ccsccsccssss ) 6 
Osborne and Mendel’s salt mixture . 


TABLE 2.—Analysis of Diets 


Adequate Diet Deficient 
Diet, in Minerals, 
Percentage Percentage 


Total ash..... wists cute Se pos aia 3.3 0.8 

Calcium Sei ae cian ‘ ve ~ 0.43 0.08 
Potassium.. RRP Oe fe Nea Ss siecle teenies 0.53 0.03 
Phosphorus..... Siedided athe ae anarre 0.33 0.12 


EXPERIMENTS ON RATS 

Litters of rats which had just been weaned were divided into two groups. 
One half of each litter was fed an entirely adequate diet, and the other half was 
fed a diet low in minerals but otherwise complete. The composition of the two 
diets is shown in table 1, and it is evident that both of them contained sufficient 
carbohydrate, good protein, fat and vitamins A, D and B complex. It is not 
necessary to feed any vitamin C, as the rat can synthesize this substance. The 
Osborne and Mendel salt mixture 2 contains reasonable amounts of all the essen- 
tial minerals except copper, which was, however, present in the rest of the diet. 
The rats were given distilled water only to drink. 

If the two diets are ashed, the ration deficient in minerals contains about 
0.8 per cent ash and the adequate diet about 3.3 per cent ash (table 2). The 


From the Department of Pediatrics, University of Toronto, and the Hospital 
for Sick Children, Toronto, under the direction of Dr. Alan Brown. 

Read at the Forty-Eighth Annual Meeting of the American Pediatric Society 
in Joint Session with the Canadian Society for the Study of Diseases of Children, 
Bolton Landing, N. Y., June 11, 1936. 

1. Robertson, E. C., and Doyle, M. E.: J. Nutrition 9:553, 1935. 

2. Osborne, T. B., and Mendel, L. B.: J. Biol. Chem. 37:572, 1919. 
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lequate diet contains about five times as much calcium and about eighteen 
times as much potassium as the deficient diet. 

After the rats had been fed these diets for four weeks or more, they were 
killed and their intestinal tracts were examined (figure 1). In the rats fed the 
deficient diet the colons were distended and contained much more fecal material 
than those of the rats fed the adequate diet. The walls of the colon were also 
thinner in the rats fed the deficient diet. The cecum, which is a stomach-shaped 
organ in the rat, was usually more dilated also and contained more material in 
the rats fed the deficient diet, and the lower part of the ileum showed the same 
dilatation and overloading. These findings were confirmed by weighing the intes- 
tines and their contents. Apparently the rats fed the deficient diet suffered from 
atonic constipation. 

Microscopic sections of the intestines showed no actual lesions in the muscle 


but did show definite thinning of the muscle layers in the cecum and colon, as if 








A B 





Fig. 1—A, photograph of the large intestine of a rat fed an adequate diet, 
and B, of a rat fed a diet deficient in minerals. Both animals weighed 60 Gm. 
Note the dilatation and overloading of the colon (upper part) and cecum (lower 


part) of the rat fed the deficient diet. 


the muscles had lost their tone and become stretched by the masses of fecal mate- 
rial. These findings fitted in well with the later results. 

In order to demonstrate this stasis or constipation in living rats, groups of 
them that had been fed the two diets for four weeks or more were given a small 
constant dose of carmine, and then the feces were collected daily and examined 
for carmine. Each rat had a separate cage, and the feces were collected on paper 
placed below the floor. After the carmine was fed, the rats fed an adequate diet 
passed bright red feces for three or four days. The rats fed a deficient diet, 
however, passed paler red feces for longer periods, as if the concentration of car- 
mine in the feces was less. It was found that the only way to be sure if carmine 
was present in the feces was to examine a suspension of it under the microscope. 
Microscopically the carmine showed up as bright red sharp-edged crystals in the 
midst of the brown fecal material. This method was thoroughly checked, and it 
rroved reliable. 
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The results of one of these experiments are shown in figure 2. The higher 
the column, the longer the carmine was present in the feces. If the column is 
solid, the carmine could be seen definitely with the naked eye; if it is hatched, 
the carmine was seen only under the microscope. Except for the first three days, 
all the specimens were examined microscopically. The eight rats fed the ade- 
quate diet excreted carmine for only from three to seven days; those fed the 
deficient diet excreted it for from twelve to twenty-one days. These results were 
confirmed in at least two hundred other rats. 

It was also found that the stasis caused by the deficient diet could be cured 
by feeding the rats the adequate diet for four weeks, as is shown in figure 3. 
These three rats, which showed marked stasis when on the deficient diet, were 
fed the adequate diet for four weeks and were then given carmine again. They 
now showed no stasis at all. It would appear, therefore, that the stasis was 
functional and could be relieved by feeding the missing minerals. 
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Fig. 2—Chart showing the much slower excretion of carmine by rats fed a 
diet deficient in minerals as compared with that by rats fed the adequate diet. 
The solid column represents the carmine that could be seen with the naked eye 
and the hatched column, that which was observed only under the microscope. 


Rats on these diets were also fed small constant amounts of barium sulfate, 
and the feces were collected daily and set up in wooden trays, which were divided 
into horizontal troughs. The feces of one rat were put in one horizontal trough, 
the daily lots being separated by the small vertical wooden partitions. The feces 
were collected the day before the barium was fed, and these were put on the 
right side of the row as a control. Roentgenograms were then made of the tray 
containing the feces. Figure 4 is a roentgenogram of the feces passed twenty days 
after a barium sulfate meal by a rat fed the diet deficient in minerals. Three 
rows of the tray were used in this case merely for the sake of the shape 
of the picture. The feces collected before the barium was fed (lower right corner) 
look very pale as compared with the other feces, all of which contain barium. 
The barium appears black in this positive print. In order to check the roent- 
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Fig. 3.—Chart showing stasis caused by a diet deficient in erals and its 
cure by the feeding of an adequate diet. The solid and hatched areas have the 


same indications as in figure 2. 











Fig. 4—Roentgenogram of the feces passed by a rat fed a t deficient in 
Barium was present in the feces for twenty days. 


are shown it lower right 


minerals after a barium meal. 
Control feces, collected before the barium meal, 


orner (no number). 
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genographic findings, the feces passed on the twentieth day were analyzed fo: 
barium and it was found that they contained a great deal. It is evident that the 
rat was passing a small amount of feces daily. 

Figure 5, a similar roentgenogram, shows the much larger amounts of feces 
passed by the corresponding rat fed the adequate diet. Barium was present for 
five days according to the roentgenogram. On chemical analysis a moderate 
amount of barium was present in the feces on the fifth day and a slight amount 
on the sixth. After the sixth day, no barium was found. Similar tests were 
carried out in two hundred and twenty-eight rats, and the results are shown in 
table 3. The rats fed the diet deficient in minerals excreted barium on the 
average for ten and six-tenths days; those fed the adequate diet, for four and 
four-tenths days. The rats fed the deficient diet showed more variation, as is 
evident by the larger standard deviation, but the difference between the two 
groups of rats was highly significant statistically. 














Fig. 5—Roentgenogram of the feces passed by a rat fed an adequate diet 
after a barium meal. Barium was present for five days. Control feces, collected 
before the barium meal, are shown in the lower right corner (no number). 


Various elements were added to the diet deficient in minerals to see if stasis 
could be prevented. Rats were fed the five diets shown in table 4. One per cent 
of potassium carbonate and 1 per cent of calcium carbonate were used because the 
adequate diet contained corresponding amounts of potassium and calcium. The 
figures given represent the average number of days that barium was present in 
the feces, and about one hundred rats were used to get each average. The rats 
fed the diet deficient in minerals of course showed stasis. When 1 per cent of 
potassium carbonate was added to the deficient diet there was a slight decrease 
in stasis, but it was still quite marked, and if the amount of potassium carbonate was 
raised to 2 per cent the results were the same. When 1 per cent of calcium car- 
bonate was added, there was only slight stasis. Unfortunately, when the diets 
were supplemented with either potassium or calcium carbonate the results were 
somewhat variable. When both potassium and calcium carbonate were added 
together, there was again only slight stasis, and the results were very consistent. 
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The calcium and potassium together were therefore almost as e 
complete salt mixture, and the calcium is apparently the more im 


It was also found that when stasis was present the material in 
colon was much more acid (table 5). The intestinal px also has 
the reaction of the food. 


A DIET LOW IN CALCIUM 


TO CHILDREN 


FEEDING 
POTASSIUM 


EFFECTS OF 


Since the addition of calcium and potassium will prevent 
might cause 


seemed possible that a deficiency of these two elements 


TABLE 3.—Period of Excretion of Barium 








Barium in Feces, 
Days 


No. of 
Rats 
10.6 
4.4 


On diet deficient in minerals............... 117 


On adequate diet 





TABLE 4.—Average Number of Days Barium Was Present 1 
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In other words, 
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white bread and vari 
cereals, rice, tapioca, macaroni, grapefruit, oranges, lemons, apples, 
grapes, blueberries, bacon, eggs, meat, fish, chicken, gelatin, twice- 
carrots and asparagus and small servings of lettuce and butter 

was calculated on two representative daily menus and was four 
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hospital menus for similar children contained 12.98 and 14.16 Gm., or 1.7 and 
1.9 per cent, of ash, respectively. 

The diet low in calcium and potassium contained from 2.8 to 4.5 Gm. of 
fiber per day, which was somewhat lower than the amount in the regular hos- 


pital diet, which was from 4.6 to 8 Gm. For two of the children 2 Gm. of 


powdered ash-free filter paper was added to the diet low in ash, which raised 
the amount of fiber to between 4.8 and 6.5 Gm. daily, but the children became 


constipated nevertheless. According to Cowgill and Anderson,’ from 90 to 100 








During Four Weeks on During Four Weeks on 
Usual Ward Diet Diet Low in Ca and K 


8 
8 
0 
23 
20 
0 
11 


‘ 
Not determined 


26 
28 
21 
0 
11 
0 


6 
Not determined 
0 





TABLE 7.—Number of Days Barium Remained in the Appendix * 











No. of Days Barium Remained in the Appendix 


pas 
Diet Low in 
Ca and k Adequate Diet Normal Diet 


19 0 

5 (ast _ 
plate taken) 

4 (last 
plate taken) 

6 

13 

4 


Child 


* The dash indicates that no determinations were made. 


mg. per kilogram of body weight is the minimum intake of fiber for adults. 


These children weighed on the average about 34 Kg. and would at that rate 
need about 3.1 Gm. of fiber. Most of the diets low in ash contained this much 
or more. 

Within from five to ten days after the children were put on this diet they 
usnally began to have less frequent bowel movements. No laxatives or enemas 
were given during the test, which lasted approximately four weeks. Table 6 
shows the percentage of days on which the children had no bowel movements 


3. Cowgill, G. R., and Anderson, W. E.: Laxative Effects of Wheat Bran 
and “Washed Bran” in Healthy Men: Comparative Study, J. A. M. A. 98:1866 
(May 28) 1932. 





ROBERTSON—INTESTINAL STASIS 


when fed the usual ward diet and when fed the diet low in calciun 


sium. Five of the children had practically daily movements while on 


but the other fourteen, or 74 per cent, showed constipation. 

After the children had been fed the diet low in calcium and 
from three to four weeks, and while they were still on it, they wé 
barium sulfate meal. Roentgenograms of the abdomen were taken 


number of the children were given a preliminary barium meal while 
usual ward diet, and roentgenograms were taken daily. Six of twely 
so examined were much slower in getting rid of the barium from their 


tracts (from six to twenty-eight days) when on the diet low in as! 
on the normal diet (from two to four days). 











Fig. 6.—Roentgenogram of the abdomen of K. S. taken when 
in calcium and potassium, nineteen days after a barium meal. The 
tains much barium. 


Of eighteen children fed a barium meal while on the diet low 
potassium, six, or 33 per cent, retained the barium in their append 
tour to twenty-one days. These results are shown in table 7. 
roentgenogram of the abdomen of K. S., taken when she was on 
alcium and potassium, nineteen days after the barium meal. The 
tains a great deal of segmented barium, which in this “positive” 
black. 

Some of these same children were given 0.8 Gm. of calcium 


ilcium lactate and 5 Gm. of potassium in the form of potassiut 
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addition to the diet low in ash, and the diet was then known as the adequate 
diet. Neither of these salts is thought to be laxative. The first three children 
(table 7) were fed the adequate diet for three weeks and then given another 
barium meal. No barium was seen in the appendixes after the first twenty-four 
hours. Figure 7 is a roentgenogram of the abdomen of K. S., when she was on 
the adequate diet, taken two days after the barium was fed. No barium is seen 
in the appendix. In two of these three children the addition of minerals caused 
more regular bowel movements. 

Three of the children when on the normal ward diet did not retain the barium 
in their appendixes for more than one day (table 7). This test could not be 
carried out on the other children because they were discharged from the hospital. 














Fig. 7.—Roentgenogram of the abdomen of K. S. taken when on an adequate 
diet two days after a barium meal. No barium was seen in the appendix. 


The first child (K. S.) mentioned in table 7 was given the extra calcium 
and potassium nineteen days after the barium meal, when the appendix still con- 
tained barium. Much less barium was seen in the appendix on the next day 
(twentieth), but the barium was not all out of the appendix until two days later. 
The fourth child (L.C.) was given the extra calcium and potassium after the 
barium had been retained in the appendix for six days. The barium remained 
in the appendix for three days more, but on the fourth day it was gone. Whether 
the addition of the minerals hastened the expulsion of the barium from the 
appendix is therefore uncertain. 


The tests on children are not completed, but they suggest that diets 


low in calcium and potassium are constipating and that such diets low 
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n ash may cause stasis in the appendix which might easily 
hances of formation of fecaliths and infection. 


CONCLUSIONS 
which is 
d by much 


Rats fed a diet low in minerals show intestinal stasis, 
evident by dilatation and overloading of the large intestine an 
delayed excretion of carmine and barium. The stasis can 


cured by 


adding the missing minerals. 

When calcium and potassium salts are added to diets 
minerals, practically no stasis is found. 

The contents of the large intestines are definitely mor« 
showing stasis than in the controls. 

Nineteen children were fed diets low in calcium and potassium. 
Fourteen of these showed constipation. 

When given a barium meal, 33 per cent of eighteen 
diets low in calcium and potassium retained the barium in 
for abnormally long periods (from four to twenty-one days ) 
children when fed normal diets did not show barium in the appendix 


deficient in 


icid in rats 


hildren fed 
the appendix 
The same 


for more than one day. 





MYRINGITIS BULLOSA HAEMORRHAGICA 


SAMUEL KARELITZ, M.D. 


NEW YORK 


The severity and frequency of serious complications of the otitic 
infections accompanying influenza have impressed many physicians, si 
that even now when bullous hemorrhagic lesions are seen on the ear 
drum or on the otitic canal wall a feeling of considerable concern is 
aroused. After seeing many such complications in persons with non- 
influenzal conditions, I was impressed by the sudden and severe onset 
and by the intensity of the associated pain, but also by the favorable 
outcome in most instances. I attempted, therefore, to learn through 
the literature and by personal communication with competent otologists 
what the general opinion is as to the significance of these lesions, their 
course and the therapy of choice, and I was surprised at the differences 
in the opinions expressed. Some regarded these lesions as a sign of 
the presence of true influenza; others expressed the belief that they 
occur in the same manner in which herpes labialis may occur with 
numerous and varied infections, and still others stated that otitis media 
is always associated with this condition. Some were conservative in 
their therapy and recommended watchful waiting, while others were 
more concerned and urged prompt surgical intervention, at least rup- 
turing the bullae, and often myringotomy. 

The inconsistencies of the common impressions of the import of this 
otitic disturbance and its therapeutic implications in noninfluenzal 
patients led me to make detailed records of a series of such cases to 
learn what I could of their clinical course. I started with the precon- 
ceived idea that I would not interfere with the course of these lesions 
unless the indications for surgical intervention were beyond question, 
even to the conservative otologist. 

From Jan. 1, 1934, to June 1, 1936, I was able to follow eighty- 


seven patients with myringitis bullosa haemorrhagica from the first 
day of the illness to its conclusion. The patients were all from private 


practice among white children of comfortable homes. 


Total 7 Bilateral 56 Left ear 5 Right ear...... 16 
Males .... 
Females .. 

The condition recurred in nine children within a period of from 

two weeks to one year. In six families it occurred in two children 


simultaneously or started a few days apart. 
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LOCATION AND CHARACTER OF LESIONS 
Forty-five of the ears had bullae on the canal wall or on both the 
canal wall and the drum. Ninety ears had bullae primarily on the drum. 
Forty-seven of the ears had bullous lesions filled with serous fluid. 


Data Concerning Eighty-Seven Cases of Myringitis Bullosa Haemorrhagica 








Relation to Tonsils 


Patients with tonsils in 
Patients with tonsils out 


In more than half of the cases the myringitis occurred between 3 and 6 years of ag 
In more than two thirds the myringitis occurred between 2 and 8 years of age. 


Conditions Which Were Complicated by Myringitis Bullosa Haemorrhagica 
CE one la ane ponkaa sawhticetaeins cia nete cae ne 


NS iovcouc cee sccacecdeshedsaceeercemeosaanes 
oo En gen axa OwR Yee U Keay ene eae Jey eyas trea hee eas 
IS Ora eg aa tarei a te eat ee baat eR ee CRIED EL ORNs i 
he F t ee  i  e NS aSat aha gigi g Wire EMV ORESEAS web Oe 


IN 5536 Sv hacked adv evenan te iwancenaanis 

Pneumonia nee ceateeda 

Rae usar nt ides soi cee ra caowe ete nscahowaarwanewrane ke : 
EE aa caarca ar evcaid ns Waal oie Cel hs Ode CAAGNMTRT ON Cabek eau danenmneeys : 
REINS 8 oo ce a Couch cs aDacmawesind ds be eehensd Pe paaina erence ke 
Acute infection of the upper respiratory tract.............ccce cece cece nena 


Seasonal Occurrence of Blebs 


PON osiccid vavearcateesses coon : 
December 





* Note the relatively low incidence in 1935. 


One hundred and three of the ears had bullous lesions which were 
serosanguineous or had become so within the first twenty-four hours 
after onset. 

OUTCOME 


One hundred and twenty-nine ears (90 per cent) in seventy-five 
children healed spontaneously. Fourteen ears in twelve children, or 10 


per cent, showed purulent otitis media which in from eight hours to 
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fourteen days after the onset of symptoms began to discharge either 
spontaneously or after myringotomy. Mastoiditis with recovery after 
operation occurred three times in two children. One child, who had 
had myringitis bullosa haemorrhagica for the previous three consecu- 
tive years, with resulting purulent otitis media each time, died of 
meningitis after the fourth attack. At operation the mastoid bone was 
sclerosed but showed no evidence of acute infection. In 90 per cent 
of the cases the condition healed in one of the following ways: 

Instances 
Bullae dried without rupturing 38 
Bullae ruptured, then dried 42 
Bullae disappeared after the fluid was absorbed 28 
Bullae dried in distended condition, becoming brittle, the condition lasting 


PEONTE Et AO EO) ABYSS foe: chs: c. sse'c Cre area e ealeca eat weenie cis oe 
Bullae ruptured, others dried and still others may have been absorbed.. 


Among the 14 ears in which the involvement ultimately went on to 
purulent otitis media all had had bullae which ruptured spontaneously. 


BACTERIOLOGY 


Attempted culture of a virus from the fluid withdrawn from the 
blebs in seven cases failed each time. This was done by Dr. J. Goldman. 
No specific organism was found. 


SYMPTOMATOLOGY AND COURSE 


Pain and Tenderness—The pain in the ear was unusually sharp 
and severe and frequently involved the periaural area in addition to 
the affected ear, sometimes extending over the entire side of the head. 
The pain lasted from four hours to four days, in a few instances seven 
days and once ten days. In the majority the pain was severe for from 
four to twelve hours, after which it seemed to subside spontaneously 
when the blebs had become larger, as if the formation of blebs numbed 
the drum and the canal wall. In several cases after the acute pain 
subsided noises were experienced, such as bubbling, crackling and those 
made by the rushing of water. 

The pain was only partly relieved by the application of external 
heat, by the instillation of warm glycerin or by taking salicylates or 
aminopyrine. Codeine in large doses alone or with salicylates did 
relieve the pain in most instances. In some the pain continued unabated 
for days, and in these either there were fresh blebs or purulent otitis 
media developed. When the latter occurred, the pain was not entirely 
relieved either by spontaneous rupture of the drum or after paracen- 
tesis. Lying on the affected side or chewing frequently increased the 
discomfort. Headache was relatively common, and dizziness was experi- 
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enced by several. Periaural tenderness was present in all but twenty- 
three cases. This tenderness extended to half of the scalp in few, and 
in some pain was present in the supra-orbital region, causing these 
children to complain of pain over the eye. The periaural tenderness 
varied with the degree to which the wall of the canal was involved, 
being more severe the more extensively the canal wall was affected. 
It was less severe when the drum alone was involved. In some instances 
the tenderness was difficult to distinguish from true tenderness of the 
bone over the mastoid. Tugging of the auricle was painful in most 
cases early in the course of the disease. 


Hearing.—In addition to the twelve in whom purulent otitis media 
developed, twenty-four children had diminution of hearing. Thirty-six 
had diminution of hearing from one to ten days. In only twelve of 
these did purulent otitis media develop. Hearing was affected most 
when the entire drum was involved, when the canal was occluded by 
blebs or when the canal and the drum were both extensively involved. 
The latter type of involvement progressed to otitis media most often. 


Fever.—Fever usually occurred as part of the entire illness with 
which the bullous lesions were associated. In some cases there was 
no fever, whereas in others the temperature remained elevated to various 
levels from 100 to 104 F. for from one to seven days. Those patients 
in whom the original infection had cleared but in whom the myringitis 
continued in severe form had fever due to the myringitis. In this 
group those whose’ temperature rose to more than 102 F. for more 
than four or five days usually had purulent otitis media later, although 
in a few the fever continued for six or seven days without the sponta- 
neous or surgical opening of the ear drum. In the latter group, which 
was small, I believe that it was fair to assume from the appearance 
of the drum that acute otitis media was present. In cases in which 
there was no fever or very little for one day the symptoms were usually 


mild and of short duration, and spontaneous healing occurred rapidly. 


Duration.—In the majority of cases the bullae lasted three or four 
days, although all extremes from eight hours to fourteen days were 
represented in this series. In two cases involving three ears there was 
evidence of pathologic change for seventeen days. In these the bullae 
were without symptoms and were found to have dried without shrivel- 
ing or losing their color. When touched with a curet these blebs broke 
as if they were dry casts of the bullae. 

In one boy the bullae on the canal wall produced such extensive 
infiltration of the tissue that the canal seemed to have been closed 

ff by what looked like an abscess of the canal wall. The pain and 
ever continued for ten days and were severe. Healing was spontaneous 
nd without complication. The duration of the illness could not have 
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been predicted in most cases. In those, however, in which few or 
small lesions appeared on the drum only, the course was usually short, 
from twenty-four to sixty hours. In like manner, it might have been 
predicted that in those in which there was extensive hemorrhagic 
involvement of both the drum and the canal wall the condition would 
last a considerable time and that the possibility of the development 
of purulent otitis media would be greater. 

Appearance of the External Ear.—In a few instances the pinna 
became red. In many the canal wall became red or crinkled prior to 
the appearance of bullous lesions, but the reddened area was not neces- 
sarily the site on which the bullae appeared. 

In no instance were herpetic lesions noted on the external ear, and 
in none was there any herpes labialis. In one adult who had this 
condition the hemorrhagic blebs appeared on the external ear on the 
auricle. 

When the blebs ruptured, serous or serosanguineous fluid appeared 
on the external ear and could usually be found on the pillow. The flow 
continued in some instances, being free for a day or two. When this 
occurred, the condition usually went on to purulent otitis media. 


TREATMENT 


The treatment employed was almost entirely limited to the allevia- 
tion of pain. External heat provided by a hot water bag or an electric 
heating pad was of some help. Salicylates and codeine in fairly large 
doses were of definite and considerable aid. Warm irrigations were 
usually painful and of no demonstrable use. Cleaning the canal with 
dry cotton was found to be irritating, often causing the appearance of 
a hemorrhagic bleb at the site of the friction. 

Large wet dressings applied to the side of the head involved were 
comforting in many cases, especially when there was extensive periaural 
pain and tenderness. 

Rupture of the blebs was not attempted in any case. Myringotomy 
was performed only when a bulging drum membrane associated with 
pain and fever was seen. Otherwise surgical intervention was not 
undertaken. 

SUM MARY 

Myringitis bullosa haemorrhagica was seen in my practice in eighty- 
seven children in twenty-nine months, from Jan. 1, 1934, to June 1, 
1936. In most cases the involvement occurred in the late fall, winter 


and early spring. It was more common in boys. It occurred bilaterally 


twice as often as unilaterally. It recurred in nine children in from 
two weeks to a year after the first attack. It occurred simultaneously 
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or within a few days in two siblings in six families. It was observed 
twice as often in children who had not had their tonsils and adenoids 
removed as in those who had had this operation. 

While all ages from 6 months to 14 years were represented in this 
group (also two adults), half of the patients were between 3 and 6 
years of age and two thirds of them were between 2 and 8 years 
of age. 

The conditions which this type of myringitis complicated were 
largely acute infections of the upper respiratory tract and _ tonsillitis. 
Measles, pertussis, scarlet fever, sinusitis, bronchitis, pneumonia, grip 
or otitis media was present in most of the other cases. True influenza 
was not observed among these patients or during the time of the occur- 
rence of the myringitis, although no culture for the influenza bacillus 
was made. 

The bullous lesions appear most commonly on the drum and most 
often are hemorrhagic or become so within the first twenty-four hours 
of the illness. 

Lesions involving the drum and canal or those with extensive 
involvement of the drum alone are associated with more severe and 
more persistent pain and are more likely to go on to purulent otitis 
media. 

The latter are also associated with greater periaural tenderness and 
with diminution of hearing. 

The diminution of hearing does not necessarily mean that purulent 
otitis media is present. 

COMMENT 

The observations recorded indicate that myringitis bullosa haemor- 
rhagica associated with the ordinary infections of the respiratory tract 
is a different condition, a much milder one, than that reported as a 
complication of true influenza. The serious complications noted with 
the latter were rarely seen in my group of cases. I doubt whether 
anything can be gained by incising the blebs and am certain that 


myringotomy, unless the usual indications for this procedure exist, is 


useless. 

The lesions do not impress me as being similar to those of herpes 
labialis. In contrast to the lesions of herpes, they are painful, com- 
monly are hemorrhagic and may occur with the mildest type of infec- 
tion of the upper respiratory tract; in no instance were these lesions 
and herpes labialis present simultaneously. 

The fact that in all cases an infection of the upper respiratory tract 
was present suggests that the pathway of otitic involvement was 





516 AMERICAN JOURNAL OF DISEASES OF CHILDREN 


through the eustachian tube, first causing inflammation of the middle 
ear and secondarily the bullous myringitis. Yet the evidence that this 
is sO is not convincing. 

Thus, from the results obtained by conservative treatment in this 
group, I believe that otitis media could not have been present in all 
the cases. There were instances in which the bullae were large and 
widespread and the whole onset seemed most severe, but in which 
spontaneous complete recovery resulted in from forty-eight to seventy- 
two hours. I doubt that this could have been possible in so many cases 
if otitis media were uniformly present. The character and brief course 
of the pain in many cases are unlike those noted in otitis media with 
comparably severe onset. 

Furthermore, the occurrence of bullae on the wall of the canal 
without involvement of the tympanic membrane is also contrary to 
the conception that otitis media was uniformly present. 

Finally, if otitis media were uniformly present prior to the appear- 
ance of the bullous lesions, it is striking how relatively infrequently 
this otitis media presented its characteristic signs and symptoms or how 
relatively infrequently frank otitis media was complicated by myringitis 
bullosa haemorrhagica. 

Except for the possibility of the existence of a mild, perhaps sub- 
clinical, otitis media, which is not recognizable in the ordinary exami- 


nation, the impression gained is that the bullous hemorrhagic myringitis 
is in most instances just what the name implies, external otitis. 


CONCLUSIONS 

I believe that although the series of observations is rather small, 
it indicates a definite trend and therefore justifies the following con- 
clusions : 

1. Myringitis bullosa haemorrhagica is a common complication of 
all infections of the upper respiratory tract and of the contagious dis- 
eases in the children of New York. 

2. Although the picture presented by these patients resembles that 
described as influenzal otitis, the data indicate that the condition 
described here is a milder disease than that seen with influenza. 

3. In 90 per cent of the involved ears the condition resolved spon- 
taneously, thus justifying the conservative treatment of this condition. 


1127 Park Avenue 
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Case Reports 


BACTERIAL (MYCOTIC) ANEURYSM OF 
POSTERIOR TIBIAL ARTERY 
A CASE IN AN EIGHT YEAR OLD CHILD IN WHOM VASCULAR 
CHANGES PRECEDED RUPTURE OF THE LEFT CEREBRAL ARTERY 


GEORGE V. HERRMAN, M.D. 


KANSAS CITY, MO. 


The many articles written in the past century concerning aneurysm 
contain only a few reports of infectious (myotic) aneurysm of intra- 
vascular origin in patients under 10 years of age. An aneurysm may 


be congenital, traumatic, syphilitic, infectious or atheromatous in origin. 
Stengel and Wolferth*? have thoroughly reviewed the subject of aneu- 
rysm of bacterial origin. It seems to me that the term bacterial or 


infectious aneurysm should replace the term mycotic aneurysm, as 
suggested by Osler? and Eppinger.* The wall of an artery or vein 
may become infected from without (periarteritis) or from within 
(endarteritis), with the formation of an aneurysm as a secondary result. 
The most common cause of periarteritis is the extension of infection 
to the wall of a vessel from a nearby inflammatory focus. Tubercu- 
losis is one of the etiologic agents. 

A less common type of periarteritis is known as periarteritis nodo- 
sum (Kussmaul’s disease). Dickson* prefers the term polyarteritis 
nodosa because of the number of vessels usually affected. The bacterial 
cause of periarteritis nodosum is, in general, the streptococcus, which 
invades the tissues by way of the periarterial lymphatics 

In this report I am interested in aneurysm resulting from endarteri- 
tis rather than from periarteritis. It is due to lodgment of septic emboli 
in an artery or in the vasa vasorum as a result of a septic thrombus 
or the vegetation of acute endocarditis. Virchow, in 1847,° was probably 


1. Stengel, A., and Wolferth, C. C.: Mycotic Bacterial Aneurysms of Intra- 
vascular Origin, Arch. Int. Med. 31:527 (April) 1923. 

2. Osler, W.: Brit. M. J. 1:467, 1885. 

3. Eppinger, H.: Arch. f. klin. Chir. (supp.) 35:1, 1887; cited by Stengel and 
Wolferth.1 

4. Dickson, C., in Boyd, William: The Pathology of Internal Diseases, Phila- 
lelphia, Lea & Febiger, 1931. 

5. Virchow, R.: Virchows Arch. f. path. Anat. 1:272, 1847 
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the first person to write about the destructive changes in the wall of the 
vessel at the site of the embolus. Other men at that time thought 
the aneurysm was produced solely by pressure from behind the embolus. 
Goodhart * advanced the theory that infection plays a part in the forma- 
tion of the so-called embolic aneurysm. After his publication, several 
investigators reported cases in which infection had been found in the 
wall of an aneurysm of malignant endocarditis. In 1887 Eppinger * 
described the minute changes that take place in the formation of “mycotic 
embolic aneurysm.’ In his opinion the infecting organism is carried 
to the adventitia and the infectious process later spreads to the media 
and intima. 

According to Maximow and Bloom,’ the walls of all arteries and 
veins with a caliber greater than 1 mm. are provided with their own 
blood vessels, the vasa vasorum. They form a dense capillary network 
in the adventitia. 

In most cases, an infectious aneurysm is probably produced by 
lodgment of the infectious organism in the vasa vasorum of the adven- 
titia, where the chief changes of acute arteritis are found. The entire 
thickness of the wall becomes infiltrated later by the products of inflam- 
mation, with weakening of the vessel wall which may result either in 
the formation of an aneurysm or in rupture of the vessel. The infec- 
tious organism is usually Streptococcus viridans, although in a few 
cases the influenza bacillus, the meningococcus, the staphylococcus or 
the gonococcus has been found. Healed rheumatic endocarditis or a 
congenital cardiac lesion usually predisposes to bacterial endocarditis, 
which in turn occasionally results in an aneurysm. Bacterial endocarditis 
occurs most commonly between the ages of 15 and 30 years. Endo- 
carditis due to Str. viridans in children under 10 years of age is rela- 
tively uncommon. Leech * reported sixteen cases, in nine of which the 
cited three hundred 


9 


patient was under 10 years of age, while Blumer ‘ 
and seventeen cases in only one of which the patient was in that age 
period. In only 1.7 per cent of the cases of Lawson and Palmer *° was 


the patient under 10 years ; however, these authors stated that the lack of 


evidence in the early records for the diagnosis of subacute bacterial 
endocarditis makes this figure doubtful. Rost and Fisher 7! reported 


6. Goodhart, J. F.: Tr. Path. Soc. London 28:107, 1877. 

7. Maximow, A. A., and Bloom, William: Text-Book of Histology, ed. 2, 
Philadelphia, W. B. Saunders Company, 1934. 

8. Leech, C. B.: Am. J. M. Sc. 180:621, 1930. 

9. Blumer, G.: Medicine 2:105, 1923. 

10. Lawson, G. M., and Palmer, R. S.: New England J. Med. 199:1205, 1928. 

11. Rost, W. L., and Fisher, A. E.: Subacute Bacterial Endocarditis in Child- 
hood, Am. J. Dis. Child. 36:1144 (Dec.) 1928. 
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twelve cases, in four of which the patient showed some cerebral embolic 


phenomena, while in four of the sixteen cases reported by Leech ® 


the patient showed some evidence of embolism. 

The inflammatory process of acute rheumatic fever usually heals 
by fibrosis, but arterial lesions sometimes develop so rapidly that repair 
is impossible, and an aneurysm, with or without rupture, results. 

I was able to find only two cases of aneurysm of the intracranial 
vessels in children under 10 years old. 


REPORT OF CASE 


G. P., a white boy 8 years of age, was admitted to the Presbyterian Hospital, 
Chicago, Oct. 29, 1935, with complaints, as given by the mother, as follows: “pain 
in the left kneecap—can’t put left leg down,” twelve days’ duration: “fever from 
100 to 102 F., with night sweats,” two months’ duration. 


Present Illness——The patient was apparently well until two months before 
admittance, when his left great toe became swollen and extremely painful. Within 
the next four days the other toes of the left foot became involved. The left ankle 
and elbow were then affected. The swelling and tenderness of each joint lasted 
about two days. After symptoms in the joints, he had severe pain in the left upper 
quadrant of the abdomen, which lasted four days. During the two months before 
his admission pain and swelling returned in the left foot and ankle on several 
occasions. Twelve days prior to his admission the left kneecap became swollen and 
tender, as a result of which he kept the leg in extreme flexion. He had severe pain 
in the leg when attempts were made to extend it. For the two months prior to 
admission he had a cutaneous eruption over the abdomen, chest and legs, which 
lasted for about two days and recurred on several occasions. The lesions were 
described by the mother as looking like mosquito bites. 


History—The patient had measles and diphtheria at 1% years of age and 
rheumatic fever at 6 years. 


Examination.—At examination the child was rather pale and was lying quietly 
in bed with the left leg in extreme flexion. There was a maculopapular eruption 
on the face, chest and left leg, which was regarded as toxic dermatitis. The con- 
junctivae were pale, and no petechiae were seen; the pupils were equal in size and 
shape and reacted to light and in accommodation. Examination of the mouth 
revealed five carious teeth and a slight enanthem on the soft palate. The tonsils 
were large and cryptic and appeared to be infected. 

The apical impulse was about 2 cm. to the left of the midclavicular line in the 
fifth intercostal space and was described as diffuse and forceful. There was a 
palpable systolic thrill at the apex. The cardiac sounds were indistinct. There 
were presystolic and systolic murmurs in the mitral area, which were transmitted 
to the back and axilla, as well as systolic and diastolic murmurs in the aortic and 
pulmonic areas. 

The lungs were normal. The spleen and liver were palpated 1.5 and 4 cm., 
respectively, below the costal margin. There was no tenderness. The left leg was 
in extreme flexion and was painful on manipulation. The proximal one third of 
the calf muscles was tender and of a doughy consistency. Pulsation was absent 
over this area and in the posterior tibial artery and was diminished in the dorsalis 
pedis artery. There were water hammer pulse and capillary pulsations 
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Laboratory Findings——Examination of the blood showed: hemoglobin (New 
comer) 73 per cent, red cells 5,270,000, white cells 18,200, neutrophils 74 per cent, 
small monocytes 19 per cent, large monocytes 6 per cent and eosinophils 1 per cent. 
On October 31 Wassermann and von Pirquet tests were made, the results being 
negative. A culture of the blood showed Str. viridans. On November 8 the rate 
of sedimentation of the erythrocytes was observed, microscopically, to be 35 mm. 
an hour. 

Course—On October 30 the left leg was extended without much difficulty. 
Soon after severe pain developed in the proximal third of the calf muscles. 

On November 14 the mass gradually became larger and tenser. A slight pulsa- 
tion and systolic bruit had developed. 

On November 17 the child complained of pains in his leg and head. He became 
restless and delirious and vomited several times during the night. 

On November 18 hemiplegia gradually developed on the right side, with con- 
vulsion-like seizures on the left. The patient gradually became comatose. During 
his period in the hospital his temperature had varied between 100 and 104 F. and 
his pulse rate between 120 and 160 per minute. 

Death occurred at 11:48 p. m. on November 19. 

Autopsy (Dr. Carl W. Apfelbach).—The anatomic diagnoses were: subacute 
thrombo-ulcerative aortic, mitral and tricuspid endocarditis (Str. viridans) ; chronic 
indurative aortic, mitral and tricuspid endocarditis ; mycotic aneurysm of the left 
posterior tibial artery; extensive hemorrhage into the muscles of the left calf; 
mycotic aneurysm of a branch of the left middle cerebral artery; spontaneous 
cerebral hemorrhage on the left side; anemic infarcts of the kidneys and spleen; 
petechial hemorrhage of the palpebral conjunctiva of the right eye; hyperplasia 
of the spleen; anemia; emaciation; marked cloudy swelling of the liver; bronchial 
aspiration of the contents of the stomach; hypertrophy of the wall of the left 
ventricle; fibrous pleuritis on the left side, and chronic passive hyperemia of 
the lungs. 


The body was that of a white boy weighing 47 pounds (21.3 Gm.) and 124 cm. 


long. There were three petechial hemorrhages in the palpebral conjunctiva of the 
right eye. The skin of the entire body showed pallor. There were extensive swell- 
ing and purple discoloration of the left calf, especially in the posterior surface. 
Approximately 10 cm. inferior to the knee joint, the soft tissues were fluctuant. 

The posterior tibial artery on the left side was incised from the knee joint 
inferiorly. It led into a hemorrhage about as large as a clenched fist, in the muscles 
of the calf. The wall of the artery ended abruptly in the hemorrhage. The 
inferior, torn margin of the artery was slightly swollen. For a distance of 5 cm. 
the remnants of the wall could not be identified. Beyond this point the artery was 
again seen. There was no gross alteration in the wall below the region of 
hemorrhage. 

After the calvarium was removed, the dura was found to be unrformly tense 
throughout. The convolutions were flattened. On the left side, along the rolandic 
fissure, there was brown pigment, and the brain underneath the meninges was dis- 
colored a pale yellow-brown. The region of maximum change was 5 cm. in its 
maximum diameter, extending from about 1.5 cm. from the superior longitudinal 
sinus laterally along the rolandic fissure. 

After hardening in a solution of formaldehyde the brain was cut into coronal 
sections. There was a hemorrhage in the left cerebral hemisphere, beginning at the 
level of the optic chiasma and extending posteriorly to the posterior horn of the left 
lateral ventricle and from the midline to within 1 cm. of the lateral surface of the 
hemisphere. All portions of*the hemorrhage were homogeneous except in the 
anterior portion; near the lateral margin of the hemisphere, where there was a 
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circular region about 18 mm. in diameter, in which there were thin concentric rings. 
Grossly, this appeared to be the remnant of a dilated blood vessel. 

The heart weighed 240 Gm. The aortic cusps were altered by chronic changes 
which produced rounded, free margins. The cusps no longer covered the sinuses 
of Valsalva when flattened against their walls. The maximum change was in the 
posterior cusp. In the ventricular surface of the left cusp, 3 to 4 mm. from the 
nodulus Arantii, there was a light gray-pink mass 2 to 3 mm. in diameter. 
The maximum deposit of this material was on the left aortic cusp. It extended 
inferiorly onto.the base of the anterior mitral leaflet. The wall of the left 
ventricle was firm. On the ventricular septum there were a few rounded, inter- 
lacing, opaque elevations of the endocardium immediately inferior to the left cusp. 
The mitral leaflets were shortened and thickened. . The chordae tendineae were 
short and thick. Between them most of the normal, thin membrane of the leaflet 
had disappeared. There was a small ulceration of the posterior leaflet at its middle 
that extended to within 3 mm. of the base of the leaflet. The lining of the left 
auricle was gray and opaque, whereas that of the right was translucent and much 
thinner. The mitral ring was 6.8 cm. in circumference, whereas the aortic ring 
was 5 cm. The pulmonary cusps were normally formed. The tricuspid ring was 
95 cm. in circumference. In the medial tricuspid leaflet, the free margin was 
ulcerated and discolored by hemolyzed blood. 

The spleen weighed 128 Gm. 

Histologic Examination: In a section through the proximal end of the left 
posterior tibial artery, close to where it entered the hemorrhage in the left calf, 
there was a subacute inflammatory change in the subintimal layer. There were a 
considerable number of polymorphonuclear leukocytes and recently proliferated 
fibroblasts. In the adventitia and surrounding tissues, there were hemorrhage and 
an extensive exudate of polymorphonuclear leukocytes. In other sections through 
the hemorrhage, fragments of muscle, walls of veins and polymorphonuclear 
infiltrations in fibrous tissue were observed, but no other portions of arterial wall. 

In a section of the left cerebral hemisphere near the rolandic fissure, there were 
necrosis and an abundance of phagocytic cells, indicating infarction or hemorrhage 
previous to the recent large hemorrhage. In sections through the circular region 
resembling a dilated blood vessel, fragments of fibrous tissue and hemorrhage were 
observed, and polymorphonuclear cells were the only cells identified 

No change was found in the cerebral artery or in the right posterior tibial artery 
to indicate the presence of an aneurysm. The inflammatory change in the wall of 
the left posterior tibial artery, together with the proliferation of fibroblasts, 
suggests that an embolic lesion was present in the wall of the artery several days 
or a few weeks before death. In the case of the left cerebral artery, no changes 
were identified to prove histologically that the primary lesion in the wall of the 
artery was a mycotic lesion. However, before the extensive hemorrhage occurred 
n the brain, there had been localized vascular disturbance, as demonstrated by the 
numerous phagocytic cells, hemosiderin pigmentation and necrosis 


CASES REPORTED IN THI LITERAT ORI 
Case 1 (Moutard-Martin 12). —A boy 2 years of age had subacute endocarditis, 
ongenital heart disease and an aneurysm of the ascending portion of the aorta. 
No autopsy was performed. 


12. Moutard-Martin: Bull. Soc. anat. de Paris 10:775, 1875; cited by Richey, 


D.: Intrapericardial Rupture of Aortic Aneurysm in a Boy Sixteen Years of 
ge, Arch. Int. Med. 31:232 (Feb.) 1923. 
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Cask 2 (Moore 1*).—A girl 5 years of age had a history of rheumatism. She 
had been ill for six weeks. A double murmur was heard at the base and a systolic 
murmur at the apex of the heart. There was clubbing of the fingers and toes. 
Death was due to embolism. 

Autopsy revealed an aneurysm of the right common iliac artery. The heart was 
hypertrophied, and there were vegetations on the aortic and mitral valves. 

Case 3 (Withe,1* reported by Jacobt).—A girl 7 years of age in whom rheuma- 
tism had developed when she was 3 years of age, had a well marked valvular lesion. 
An aneurysm of the left femoral artery appeared first and was followed by a tumor 
in the right inguinal region. Death was due to malignant ulcerative endocarditis. 

Autopsy revealed an aneurysm of the right external iliac artery, femoral 
arteritis, vegetations on the mitral valves and thickening of the aortic valves. 

CasE 4 (Voolker15)—A girl 1% years of age had aortic valvular disease. 
Death was due to capillary bronchitis. 

Autopsy revealed an aneurysm and some endocarditis of the aortic valve. There 
was no other valvular disease. 


~ 


CasE 5 (Alexejew 1°) —A girl 10 years of age had pain and depression for 
eight weeks. There were palpable pulsations under the umbilicus. The pulse in 
the left crural artery was smaller than that in the right. 

Autopsy revealed an aneurysm of the abdominal aorta and vegetations on the 
mital valve. 

Case 6 (Aitken 17).—A boy 9 years of age had a history of several rheumatic 
attacks and pain in the chest. There were no circulatory disturbances. The diag- 
nosis was aneurysm of the abdominal aorta. Death was due to embolism. 


Case 7 (Gabriel18).—In a boy 10 years of age with endocarditis, embolic 


hemoplegia and a hard, smooth tumor in the abdomen developed simultaneously. 

Autopsy revealed ulcerative endocarditis, cerebral emboli and an aneurysm of 
the superior mesenteric artery. 

Case 8 (Le Boutillier 19).—A girl 9 years of age had a history of rheumatic 
fever. The superficial veins of the chest, face, neck and arms were engorged. 
Pulsation was present over the cardiac region, the suprasternal notch and the 
vessels of the neck. There was tracheal tug. The radial pulse was weak. The 
pulse on the left side was weaker and slower than that on the right. A loud harsh 
murmur was heard over the dull area and less distinctly throughout the thorax. 
A systolic and a presystolic mitral murmur were present. The diagnosis was 
aneurysm of the ascending part of the aorta. 

Case 9 (Jordan 2°).—A boy 6 years of age had septic aortitis, with embolism 
of the vasa vasorum, and an aneurysm of the ascending part of the aorta, with 
intrapericardial rupture. 


13. Moore, N.: Tr. Path. Soc. London 34:71, 1882. 

14. Withe, G. M., reported by A. Jacobi, taken from Le Boutillier, T.: Am. J. 
M. Sc. 125:778, 1903. 

15. Voolker, A. F.: Tr. Path. Soc. London 45:51, 1893. 

16. Alexejew, N. N., cited by Le Boutillier, T.: Am. J. M. Sc. 125:778, 1903. 

17. Aitken, R. Y.: Brit. M. J. 1:1655, 1898. 

18. Gabriel, cited by Lindborn, O.: Mitt. a. d. Grenzgeb. d. Med. u. Chir. 
27:912, 1914. 

19. LeBoutillier, T.: Am. J. M. Sc. 125:778, 1903. 

20. Jordan, A. C.: Lancet 1:515, 1903. 
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Case 10 (Klotz 21).—A boy 6% years of age had a history of rheumatic fever 
six months before admission to the hospital. On admission he had active rheumatic 
fever, with pains in the joints, intermittent fever, choreiform attacks and restless- 
ness. He died four days after admission. The diagnosis was aneurysm of the 
ascending portion of the aorta. A blood culture showed short chain streptococci. 

Case 11 (Fahr 22).—A girl 6 years of age had no history of rheumatic fever. 
She had fulminating staphylococcic pyemia from ulcerative endocarditis of the 
tricuspid valve. Staphylococcic metastasis extended to almost all the organs. A 
blood culture showed Staphylococcus aureus. Death was due to a ruptured 
aneurysm of a branch of the left middle cerebral artery. 

Case 12 (Baginsky 23).—A boy 7% years of age had no history of rheumatic 
fever, but he had pain in the extremities on admission. There were embolic 
phenomena of the right radius and a pulsating mass in the midabdomen, and a 
bruit was heard. Autopsy revealed a large aneurysm of the abdominal aorta and 
a small aneurysm of the right subclavian artery. 

Case 13 (Calvin 24). —A girl 9 years of age had a history of five attacks of 
chorea. The onset of the first attack was five years previous to her admission 
to the hospital. The diagnosis was thoracic aortic aneurysm with chronic endo- 
carditis and hypertrophy of the heart. 

Case 14 (Lawson and Palmer 1°)—A girl 10 years of age had no history of 
rheumatic fever. She had a fever caused by sepsis. A blood culture was nega- 
tive. Autopsy showed that the bicuspid aortic valve had cauliflower-like vegeta- 
tions and two mycotic aneurysms, one of the valve cusp and one in the first portion 
of the aorta. There was rheumatic endocarditis of the mitral valve. 

Case 15 (Forbus 25).—The patient was 8 years of age. The sex was not stated. 
The diagnoses were endocarditis due to Str. viridans, multiple abscesses of the 
brain, a ruptured mycotic aneurysm of the basilar artery and meningitis. 

CAsE 16. (Craig 2®).—A boy 10 years of age had had “heart disease” since he 
was 3 years of age. There was no history of rheumatic fever. He had hemiplegia, 
followed by chills and pains in the joints and muscles. Forty-eight days later a 
tumor of the left femoral artery was noted. Seven blood cultures were negative. 
The eighth blood culture showed B. influenzae. 

Case 17 (Wolffe 27) —A girl 7 years of age was seen in 1922. She had a 
history of rheumatism, rheumatic heart disease and an aneurysm of the arch of 
the aorta. She was still living in 1932. 


In the seventeen reported cases I was able to find two cases of 
aneurysm of the intracranial vessels. In three cases the patient had 
double aneurysm. In ten cases the aneurysm was aortic; in three it 
was located in the abdominal portion, whereas in five it was definitely 


21. Klotz, O.: J. Path. & Bact. 18:259, 1913. 

22. Fahr: Miinchen. med. Wchnschr. 53:96, 1906. 

23. Baginsky, A.: Berl. klin. Wehnschr. 1:144, 1908. 

24. Calvin, J. K.: Aneurysms of the Thoracic Aorta in Children, Am. J. Dis. 
Child. 21:327 (April) 1921. 

25. Forbus, W. D.: Bull. Johns Hopkins Hosp. 47:239, 1930. 

26. Craig, J. D.: Femoral Aneurysm During Subacute Bacterial Endocarditis 
n Childhood, J. A. M. A. 97:245 (July 25) 1931. 

27. Wolffe, J. B.: Arch. Pediat. 49:100, 1932. 
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in the ascending portion. The femoral artery and the cusps of the 
aortic valve were each involved in two cases. The common iliac, external 
iliac, subclavian and superior mesenteric arteries were each affected in 
one case. 

As to sex, there were nine girls and seven boys, and in one case 
the sex was not mentioned. 

The age of the patients was as follows: 10 years, four; 9 years, 
three; 8 years, two; 7 years, two; 6 years, three, and 5, 2 and 1% 
years, one each. 

SUMMARY 


A case of septic aneurysm of the posterior tibial and of the left 
cerebral artery is reported. The literature is reviewed. 





ACUTE LUPUS ERYTHEMATOSUS DISSEMINATUS 
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Acute lupus erythematosus disseminatus is not a common disease 
in childhood, and there is little reference to it in American pediatric 
literature.t Recent writers, dermatologists and internists, have 
approached the condition as a manifestation of systemic disease. 
Indeed, this particular cutaneous lesion seems now to be just emerging 
from the same sort of confusion that surrounded the erythema group 
of diseases when Osler described them. It is in relation to the concept 
of lupus erythematosus disseminatus as a manifestation of systemic 
disease that we record this case. 


REPORT OF A CASE 


A 7 year old Jewish girl was admitted to the pediatric service of the Mount 
Sinai Hospital on Aug. 20, 1935. The family history was of interest in that the 
mother, who was 40 years of age, had been treated seventeen years previously for 
a lesion on the nose, which had been diagnosed as lupus erythematosus of the 
discoid type. There was no history of tuberculosis in the family. The child 
had had whooping cough, chickenpox and measles, and a tonsillectomy had been 
done three years previously. She had had vaccination for smallpox and immuni- 
zation for diphtheria. Six weeks before her admission to the hospital, after she 
had spent a day at the beach, moderately severe sunburn of the face, shoulders 
and arms developed. This subsided after a few days, and one week later (five 
weeks before admission) the child was again exposed to the sun and a more 
severe burn developed over the same area. This healed apparently without blister- 
ing or desquamation. The skin was then clear until about the last week in July 
(four weeks before admission), at which time a red papular eruption appeared on 
the nose and spread over both cheeks in a typical butterfly arrangement. This 
did not itch or burn, but it gradually became more intensely red and more 
extensive, going down to the shoulders and the upper portion of the chest. For 
the past three years the child had complained occasionally of transient pains in 
the joints. One week before admission she again complained of pains in the 
From the pediatric service (Dr. Béla Schick, director) and the laboratories 
of the Mount Sinai Hospital. 

1. Lyon, J. M.: Acute Lupus Erythematosus, Am. J. Dis. Child. 45:572 
(March) 1933. Cummer, C. L.: Lupus Erythematosus in Infancy and in Child- 
hood, Arch. Dermat. & Syph. 24:999 (Dec.) 1931. (Refers to many cases in 
children, but no distinction has been made between acute lupus erythematosus dis- 
seminatus and the discoid form.) Gawalovski, K.: Acta dermat.-venereol. 10: 
1, 1929. (Presents an excellent review and discussion of the various theories of 
the etiology.) 
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fingers, knees and ankles; the pains were transient and were never associated with 
redness or swelling. It was at about this time that the parents first noted a dail) 
elevation of the temperature to 100 or 101 F. The child’s appetite had becom: 
progressively worse, and her general condition did not seem as good. Becaus« 
of the eruption she was seen by a physician, who advised hospitalization. 

On admission the child appeared well developed and well nourished. Thx 
temperature was 100 F. She complained of pain in both hands on the dorsal 
surface at the base of the thumb. On examination, a reddish violet, diffuse, 
slightly elevated, confluent eruption was noted covering the nose, both cheeks 
and the forehead. This had a typical sharply defined edge. The lesion was 
studded with dark brown pigmented areas, and slight scaling was noted. There 











Fig. 1—Lesions of the face and neck, conforming to the neck line of a bath- 


ing suit. The lesions of the arm are less obvious. 


was no crusting or vesiculation. Pinkish, slightly elevated areas from 3 to 5 mm. 
in diameter were noted over the arms to about 2 inches (5 cm.) above the wrists. 
In addition, a few scattered lesions were present on the anterior surface of the 
upper part of the chest. These were circumscribed and conformed to the neck- 
line of a bathing suit. Both external ears were red, slightly swollen and tender. 
The spleen was palpable about 1 cm. below the costal margin in the anterior 
axillary line; it was hard but not tender. Examination of the heart gave nega- 
tive results. The lungs were normal. At the angle of the mouth on the right, a 
red, ulcerated area was noted. The buccal mucosa and the inner surface of the 
lips were studded with many red, elevated lesions measuring about 2 mm. in 
diameter. An exceedingly thick, mucopurulent postnasal drip was noted. The 


fundi were normal. 
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Roentgen ray examination of the chest showed no abnormality, and examina- 
tion of the paranasal sinuses failed to show any evidence of disease. The electro- 
cardiogram was essentially normal on admission, and subsequent examinations 
showed no appreciable change. Close observation of the heart during the entire 
period of hospitalization failed to show any signs of pathologic change. The 
blood pressure was consistently high, ranging between 104 and 122 systolic and 
between 70 and 90 diastolic. 

During the first three weeks of observation the question frequently arose as 
to the advisability of removing an evident and easily accessible focus of infec- 
tion, namely, some abscessed teeth. The danger of causing exacerbation, with 
infection of the blood stream, was carefully weighed against the advantages of 
such a procedure. It was finally decided to extract one of the abscessed teeth. 
When the child became afebrile and her general condition appeared satisfactory, 
this was done. A blood culture taken immediately after this procedure was 
negative. The following day the child’s temperature became elevated to 102 F., 
and her general condition appeared decidedly worse. It was then felt that any 
further attempt at removal of questionable foci of infection was contraindicated. 

During the subsequent few months the child’s general condition seemed to 
remain about the same. Urinalysis persistently showed a 2 to 3 plus reaction 
for albumin, from 0.25 to 0.5 Gm. per thousand cubic centimeters in twenty-four 
hours by the Esbach test. The specific gravity ranged between 1.014 and 1.022. 
There were 10 white cells and 3 or 4 red cells per high power field, in addition to 
cellular and granular casts. Kidney concentration tests were within normal limits. 
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On admission, a blood count showed hemoglobin 70 per cent, red cells 5,100,000, 
white cells 10,000 and polymorphonuclears 69 per cent. Progressive anemia and 
leukopenia slowly developed. The hemoglobin content dropped to 50 per cent and 
the white cells to 4,900. Leukopenia was constant thereafter. 

Cultures of material from the nose and throat showed the presence of 
Streptococcus haemolyticus, Staphylococcus aureus, Staphylococcus albus and 
diphtheroid bacilli. 

Chemical examination of the blood revealed figures within the normal range, 
as follows: sugar 95 mm., chlorides 585 mg., urea 11 mg., total protein 6.1 
Gm, albumin 3.4 Gm., globulin 2.7 Gm., cholesterol 200 mg. and fibrinogen 
410 mg., per hundred cubic centimeters. Both the galactose tolerance test and 
the congo red test were normal. The Takata-Ara test was positive. This may 
be considered a possible indication of some damage to the liver. Schick, Wasser- 
mann and tuberculin tests were negative. 

Five months after admission severe otitis media developed, with a temperature 
of 103 F. Myringotomy was performed. The temperature showed daily eleva- 
tions to 104 F. for a period of one week, and then it dropped by lysis for an 
additional week. A roentgenogram of the chest showed a small pneumonic 
infiltration in the lower lobe of the right lung. A culture of pus from the ear 
contained type IV pneumococci. A culture of material from the throat at this 
time also showed type IV pneumococci in addition to Streptococcus viridans, 
Staph. aureus and Staph. albus. A blood culture was negative. The child was 
given a transfusion of 250 cc. of citrated blood. 

A month later, six months after admission, tenderness developed in an inguinal 
lvmph node on the right side. The following day the temperature rose to 
105 F. and the child’s general condition seemed worse. A blood culture at that 
time was negative. Thereafter until death, four days later, the temperature 
ranged between 103.5 and 106.8 F. The day before death the patient complained 
of pain in the right posterior axillary region, which was aggravated by deep 
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inspiration. Resonance in this area was not impaired, but a transient friction ri 
could be heard. Rales were present over both bases; there were no bronchi 
breath sounds. That evening generalized convulsions occurred. Spinal puncture 
was done, and the fluid was clear. Colloidal gold, Wassermann and globulin 
tests were negative. The child went downhill rapidly and died with signs 
pneumonia. 

INVESTIGATIONS 


During the course of the disease certain special tests were done. 


Some were suggested by the various theories concerning the etiology 


and pathogenesis of the condition and others by the daily bedside obser- 
vation of the child. Even though most of the results proved to be 
negative, it seems advisable to record them. Lupus erythematosus dis- 
seminatus comprises such a heterogeneous group of conditions that 
negative results in one case do not necessarily imply that similar tests 
in other cases will also be negative. 

The picture presented by capillary microscopy varied with the site observed 
and the stage of the disease. We shall record what seems to us to have been the 





Fig. 2—Hemorrhages beneath the fingernails. 


evolution of the lesions. When the child was first admitted, the nail bed showed 
primarily two things, dilatation of the capillaries and slowing of the stream. 
Some areas showed more advanced lesions, stagnation of the corpuscles in 
rouleaux formation, without any movement of the stream, or a pendulum move- 
ment. The latter could be demonstrated more clearly by the application of a 
sphygmomanometer cuff. With pressure applied in the cuff, one saw the capillary 
lumen and within it and separated by a clear zone of serum a strand of yellow 
agglutinated corpuscles that looked like a string of misshapen gold pieces. Where 
frank hemorrhage occurred, only an amorphous mass of discolored substance and 
no capillaries could be seen. Later, when the skin of the finger tips looked atrophied 
and some of the extravasated blood had been absorbed and part of the nail 
bed looked white, we observed in some places a different .capillary reaction. The 
capillaries could be seen as only thin, straight red lines. We interpreted this 
as shrinkage, fibrosis or scarring of the capillaries after prolonged stagnation of 
the red cells within them. 


Are these lesions characteristic or pathognomonic? Our own experi- 
ence in capillary microscopy is too limited to permit an independent 
opinion. Dr. Sidney Leader made these observations of the capillaries 
ot the skin with us, and the following comments are the result of 
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conference and discussion with him. Similar observations have been 
made in one other instance, a case of dermatomyositis with cutaneous 
lesions similar to those of lupus erythematosus disseminatus. The 
relationship of this condition to lupus erythematosus disseminatus 1s 
being studied.?; The descriptions of the capillaries in “lupus erythema- 
todes” in Miller’s atlas* do not correspond with ours, nor, in fact, 
have we found in any other paper a reference to capillary pictures 
identical with ours. It is difficult, however, from the pictures or 
descriptions of others to be sure that lesions similar to those in our 
case have not been found in other conditions. What seems most char- 
acteristic of the capillary picture in lupus erythematosus disseminatus 
is not so much the appearance of the capillary bed at any single obser- 
vation as the sequence of events, the change in the capillaries with 
the evolution of the disease. We are not prepared to say that even 


this is pathognomonic, but we suggest that the evolution of the lesions 


just described is at least characteristic of the disease. 


The patient’s reaction to the removal of a tooth suggested that during a pro- 
longed period of illness a patient may acquire an unusual degree of sensitivity 
even to his own proteins or metabolic products. Cutaneous tests were done with 
the child’s own serum, with extracts of human placenta supplied by Dr. Karelitz 
and with horse serum. The results were all negative. 

One theory of the cause of lupus erythematosus disseminatus is that it is 
the result of a streptococcus toxin. Because of this possibility, Dick tests were 
performed. It was necessary to raise the dose to 120 units before a positive 
reaction was obtained. We do not know how to evalute this finding. Dr. Dick 
has advised us that it is unusual, that there are few people who fail to give a 
cutaneous reaction with such large doses of toxin.4 

An effort to find toxin in the blood was made by the passive transfer 
(Prausnitz-Kiistner) method. Photosensitivity of the skin might have been 
due to some substance which, circulating in the blood, sensitized the skin to 
sunlight. Therefore, some of the patient’s serum was injected intracutaneously 
into one of us. After the usual interval the areas of injection, as well as untreated 
skin, were exposed to a strong erythema dose of ultraviolet radiation. No lesions 
resembling those of lupus erythematosus disseminatus appeared. A “sunburn” 
erythema occurred, which was similar or identical in intensity on the treated 
and on the untreated areas of the skin. 

The possibility that the capillaries might show an unusual predisposition to 
damage led to a test of this hypothesis. Light stroking and heavy stroking with 
a fine and with a coarse implement of parts of the skin other than the sites 
of lesions elicited normal responses. Similarly, a needle prick through a drop of 

2. Karelitz and Welt 1° called attention to the association of dermatomyositis 
and lupus erythematosus disseminatus. These two and other allied conditions will 
be the subject of a further study by Karelitz, Welt, Bass and Denzer. 

3. Leader, S. D.: Capillary Microscopy in Children, Am. J. Dis. Child. 44: 
403 (Aug.) 1932. Miller, O.: Die Kapillaren der menschlichen K6rperober- 
flasche in Gesunden und Kranken, Stuttgart, Ferdinand Enke, 

4, Dick: Personal communication to the authors. 
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solution of epinephrine hydrochloride (1 to 1,000) demonstrated contraction o/ 
the capillaries. The moccasin snake venom test for permeability of the capillaries, 
developed by Peck and Rosenthal,® also showed a normal reaction. Thus 1m 
evidence could be adduced of abnormal predisposition of the capillaries to damag: 

The presence of circulating toxin was sought by means of the Shwartzman 
phenomenon.® <A positive reaction was twice obtained with the patient’s serum and 
blood. That is, when a toxic filtrate of typhoid bacilli was used as a preparatory 
dose, the subsequent intravenous injection of the patient’s serum or blood produced 
a positive phenomenon. The reverse, the use of the patient’s serum as a pre- 
paratory dose, was unsuccessful. Unfortunately, one cannot assume that this 
is evidence of a toxic factor. Such reactions may be found in patients with other 














Fig. 3.—Lesions of the foot. 


conditions and even when present may be evidence of a combination of antigen 
and antibodies. A similar search for a circulating toxin by Schifrin using the 
Shwartzman phenomenon gave negative results in several cases.? 

The posterior tibial and the dorsalis pedis pulse were investigated. At first 
the absence of pulsation in both the anterior and the posterior vessels of the 
right foot seemed constant. Persistent observation showed that this was not 
the case. However, one could not regularly feel the pulsations in both feet; at 


5. Peck, S.; Rosenthal, N., and Erf, L. A.: The Value of the Prognostic 
Venom Reaction in Thrombocytopenic Purpura, J. A. M. A. 106:1783 (May 23) 
1936. 

6. These tests were performed in Dr. Shwartzman’s laboratory. 

7. Schifrin: Personal communication to the author. 
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times one pulse would be missing and at times another, and even when pulsation 
was present it was more difficult to observe than in other children of the same 
age. Quantitative oscillometric readings could not be made because ot the absence 
of standards and a standard cuff for children of this age. Dr. Averbuch, who 
has had wide experience in peripheral vascular disease in adults, controlled 
our observations. Qualitative tests with the oscillometer and palpation by Dr. 
Averbuch confirmed our finding of frequent absence of pulsation and difficulty 
in palpation. The question arose as to the significance of these observations. 
Heretofore, in cases of this type the subject had shown at necropsy changes only 
in vessels of small caliber. It was conceivable, however, that larger vessels 
might also be involved. With that thought in mind, we removed a small piece 
of the dorsal vein of the leg after a transfusion. 

The histologic examination was done by Dr. Paul Klemperer. He reported 
that the intima was thickened, being about twice as thick as the media, and that 
the adventitia was vascular and consisted of thick bundles of connective tissue. 
He was reluctant to pass judgment on the significance of these observations; the 
occasion for examining peripheral veins does not present itself often enough to 
supply a background for comparison with this one observation in a girl of 7 years. 
In general, the exposed position of these peripheral veins might subject them to 
enough trauma to explain the degree of endophlebitis found. Martin and Tull 
described a similar condition in a fairly large percentage of children examined 
as a routine who did not show any evidence of vascular disease. We are inclined 
to believe’ that the observation of phlebosclerosis in our case is of no _ special 
significance. 

AUTOPSY REPORT 


The significant part of the necropsy was the histologic examination. 


Hence, the gross pathologic changes are summarized briefly. 

The autopsy was done within a few hours of death. The entire scalp was 
covered by a mass of yellow, oily, confluent crusts, and the cheeks and forehead 
showed purplish, macular patches and dots. The nostrils and mouth were fissured 
and covered with dry bloody crusts. The entire body was covered with coarse 
gray scales. The nail beds of the fingers and toes were thickened and spongy and 
showed clubbing. The peritoneal cavity contained a small amount of fluid and a 
few flakes of fibrin. The mesenteric glands were enlarged, and section showed 
a yellowish opaque zone beneath the capsule. The heart showed the following 
conditions: the myocardium of both ventricles was widened and enlarged, and 
the right ventricle had a small area of mural endocarditis. The valves were 
tiormal. The lymph nodes about the aorta and the external iliac arteries were 
enlarged. Both the right and the left lung showed areas of acute broncho- 
pneumonia, and there were acute hemorrhagic fibrinous pleuritis on the right 
side and subpleural hemorrhages in the right lung. In the liver, the parenchyma 
projected above the cut surface, and there were white dotlike triangular areas 
interpreted as foci of necrosis. The spleen was large, adherent to the diaphragm 
and covered with stringy, reddish yellow material. The arteries were thickened. 
The capsule of the kidneys stripped easily; the cortex was widened and the 
corticomedullary junction indistinct; the cortical markings were blurred, and the 
medulla was somewhat congested. The pancreas, adrenals, genitals, gastro- 
intestinal tract and bone marrow showed nothing significant. Lymph nodes in 
various parts of the body were enlarged—the interbronchial nodes and those about 
the hilus of the liver, within the lesser omentum and around the hilus of the 
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spleen and the renal pelves. The anatomic diagnoses were: acute disseminated 
lupus erythematosus; mural endocarditis of the right ventricle; acute pneumonitis, 
acute hemorrhagic fibrinous pleuritis and subpleural hemorrhages of the right 
lung; bronchopneumonia of the lower lobe of the left lung; edema of the liver, 
kidneys and heart; focal necrosis of the liver and lymph nodes; acute and chronic 
perisplenitis; acute fibrinous peritonitis, and hypertrophy of the left ventricle. 











Fig. 4+—‘‘Wire loop” lesions; hyaline thrombi. 


Histologic examination gave the following results: § 

The renal architecture was not altered. Right beneath the capsule and through- 
out the cortex a few foci of scarring were scattered, where the tubuli were atrophic 
and the stroma was increased, with slight infiltration by plasma cells and sporadic 
polymorphonuclear leukocytes and lymphocytes. In addition, there were foci where 


the tubuli were separated by the dilated meshes of the stroma, evidence of edema. 


8. Dr. Paul Klemperer made the report of the histologic changes and pro- 


vided the discussion of their significance. 





Nated 
Nitis, 
right 
liver, 
ronic 
e. 


DENZER-BLUMENTHAL—LUPUS ERYTHEMATOSUS 


The primary convoluted tubuli contained fibrillar and granular coagulated 
material and occasionally hyaline casts. A few tubuli contained red blood cells and 
others concentrically lamellated calcium particles. The lining epithelial cells were 
large and the cytoplasm coarse and granular; within some of the distal portions 
there were hyaline droplets. As a whole, the basal portions of the cells con- 
tained fat droplets only sporadically, but there were occasionally small groups of 
primary convoluted tubules where there was a conspicuous accumulation of doubly 
refractile neutral fat within the cells. The lumen of a few tubuli recti of the 
medulla was plugged with fatty casts. 

The arterial ramifications were without changes except for the vasa afferentia, 
which will be described with the glomeruli. The intertubular capillaries were 
well filled but not engorged. The veins were not affected. 

The glomeruli showed without exception characteristic changes, varying only 
in intensity. The most conspicuous alteration was homogeneous thickening of the 
capillary wall, which sometimes affected the entire tuft and sometimes only a few 
loops. The wall of the capillary stained homogeneous pink with eosin, red with 
Mallory’s (azan) stain, yellowish brown with the Van Gieson-Weigert elastica 
stain and light brown with phosphotungstic acid and hematoxylin. The thickened 
capillary wall did not stain with sudan or with congo red (amyloid) or for 
fibrin. The conspicuous thickening of the wall, for which the term wire loop 
was appropriate, was due to the deposition of a substance between the layers of 
the basement membrane and the endothelial cells. This can well be demonstrated 
with azan stains. The visceral epithelial layer consisted of cells which were 
in part normal but in part showed degenerative cytoplasmic (hyaline droplet) 
changes and nuclear pyknosis. Many loops contained within their lumens hyaline 
elobules, which gave the same reaction in staining as the hyaline deposits within 
the wall. The endothelial cells of the thickened loops showed pyknosis and 


occasionally elongated, bizarre nuclei. Where the lumen was filled, the endo- 
thelial cells broke up, and at a later stage apparently adjacent loops coalesced 
and parts of the glomerular tuft, occasionally the entire tuft, formed a homo- 
geneous mass, with few remaining nuclei. Fusion of loops with the capsule was 
also frequent. In some loops the lumen was filled by the cytoplasm of endothelial 
cells which were vacuolated. On staining with sudan, such cells were observed 


to contain abundant neutral fat. 

The vasa afferentia were patent, and occasionally a thickening of the intima 
vas found, which was due to a deposit beneath the endothelium of a homogeneous 
substance similar to that of the glomerular capillaries. Bacterial stains gave 
negative results. 

The lobular architecture of the liver was not disturbed. The cell cords were 


in regular, radial arrangement. The cells occasionally contained large fat 


acuoles; otherwise there were neither cytoplasmic nor nuclear aberrations. The 
capillaries contained blood but were not unduly engorged. There was no peri- 
apillary edema. In some areas of the section the stellate cells contained a large 
amount of iron pigment. The ramifications of the hepatic artery and of the 
portal and hepatic veins were without changes. The periportal fields were narrow 
and without cell infiltration or other irregularities. 

The capsule of the spleen showed plaquelike thickening of the peritoneal 
at, which presented a fibrous organization of a fibrinous exudate. The fibrin 
formed homogeneous trabeculae surrounded by fibroblasts. The subcapsular zone 
showed condensation of the cytoplasmic and fibrillar reticulun The meshes 
vere narrow. The reticulum meshes of the red pulp were engorged, and the 
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cords between the sinuses were rather cellular owing to the presence of plasma 
cells, lymphocytes, polymorphonuclear leukocytes and large basophilic mononuclear 
cells. Mobilized histiocytes were not conspicuous, and siderophages were encouii- 
tered only occasionally. The smaller arteriolar branches were surrounded by 

cellular mantle, consisting chiefly of plasma cells. The sheathed capillaries 
described by Schweigger and Seidel were easily recognized in the periphery of 
the splenic follicles. The venous sinuses were alternately engorged and less well 
filled with red cells; endothelial cells were not conspicuous. The white pulp 
was conspicuous because both the lymphatic sheaths and the follicles were well 
developed. The follicles showed only rarely small insignificant secondary follicles 
with degenerating epithelioid reticulum cells and disintegrated lymphocytes. The 
perifollicular zone was very cellular, and for this reason the malpighian follicie 
was not well defined from the adjacent red pulp. The most conspicuous feature, 
however, was perivascular fibrosis affecting most of the central and follicular 
arteries. The adventitia was surrounded by concentric interlacing lamellae of 














Fig. 5.—The spleen: perivascular fibrosis of the central artery. 


connective tissue infiltrated by plasma cells and sporadic leukocytes. The thick- 


ness of these perivascular fibrotic rings was many times that of the diameter of 


the vessels. The vessel wall proper showed no changes. 

There were no changes in the pancreas. 

Cells of the adrenal cortex contained an abundant amount of lipoid. There 
were no changes. A small cortical adenoma, however, showed central necrosis. 
The periadrenal fat tissue was edematous. 

The interbronchial and hilar nodes showed inflammation and perilymphadenitis. 
Strands of fibrosis were scattered throughout the lymphatic tissue of the peri- 
pancreatic nodes examined. A few small veins contained small thrombi (post 
mortem?). Another peripancreatic node showed, in addition, a large area of 
necrosis, surrounded by a reactive zone with many lipoid-containing histiocytes 
The stain for tuberculosis gave negative results. A mesenteric lymph node showed 
acute lymphadenitis. 

The bone marrow was very cellular and the ratio of bone marrow cells normal 


No abnormal cells were present. 
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Sections of every part of the gastro-intestinal tract were examined, and the 
nly changes noted were within the submucosa of the appendix, where a few 
arterioles, subintimal necrosis and circumscribed thrombosis were observed. 

No changes were noted in the salpinx, ovary, uterus, vagina or bladder. 

The middle and the lower lobe of the right lung showed extensive areas of 
bronchopneumonia with abscess formation. The pleura and the interlobular sep- 
tums were infiltrated and also, secondarily, the walls of some large veins which 
showed parietal thrombi. In the upper lobe of the left lung there was no exudate 
within the alveolar lumens, but there was leukocytic infiltration of the inter- 
alveolar and larger septums. Many small vessels contained recent platelet thrombi. 

The heart showed changes of the pericardium, myocardium and endocardium 
inalogous to those observed by Gross and Friedberg in other cases of lupus 
erythematosus disseminatus, which they will report. 

In a summary of the histologic changes, the renal lesions deserve most atten- 
tion. The chief and most characteristic alterations were found within the 
glomeruli. They consisted of homogeneous thickening of the capillary wall iden- 
tical with that described by Baehr, Klemperer and Schifrin ®* in their report on 
lupus erythematosus disseminatus, termed wire loops. The thickening is due to a 
deposition of a homogeneous substance between the layers of the basement 
membrane. The nature of this substance cannot yet be determined by histologic 
methods, but lipoid, amyloid and fibrin can be ruled out because of the reaction 
to staining and the histologic appearance. The glomerular alteration does not 
resemble any phase of glomerulonephritis or glomerulitis often found in general 
infections. It is probably degenerative, because of the gradual destruction of 
the endothelial and epithelial cells with the final fusion of loops into a homo- 
geneous mass. The presence of hyaline plugs within the capillary lumen enhances 
this final state of glomerular decay. Vascular lesions were not conspicuous 
except for occasional subendothelial deposits within the vasa afferentia, which 
seemed to be the result of an extension of the process within the glomerular 
capillaries into a proximal portion of the arterial tree. The degenerative lesions 
of the epithelium of the primary convoluted tubules as well as the early focal 
atrophy of the parenchyma can be regarded as secondary to the alteration of the 
circulation within the glomeruli. The lesions within the spleen consisted of 
striking perivascular fibrosis of the smaller arteries, a lesion which is quite 
inusual in itself but has been observed in several similar cases (Libman and 
Sacks,? case 2). Otherwise the spleen presented the histologic picture of inflam- 
mation commonly found in general infections. Several lymph nodes showed large 
foci of necrosis, a feature repeatedly observed in lupus erythematosus disseminatus. 
Histologically, the pneumonia was not unusual. The other organs did not show 
any changes of interest except the appendix, with vascular lesions. The absence 
of vascular lesions within the skin is difficult to understand in view of the 
striking alterations during life. Unfortunately, limitations in the authorization 
for necropsy prevented the removal of sufficient skin for study. 


COMMENT 


Among the interesting features of this case the following will be 
emphasized: (1) its occurrence in a female, (2) its insidious onset, 


8a. Baehr, G.; Klemperer, P., and Schifrin, A.: A Diffuse Disease of the 
Peripheral Circulation Usually Associated with Lupus Erythematosus and Endo- 
arditis, Tr. A. Am. Physicians 50:139, 1935. 

9. Libman, E., and Sacks, B.: A Hitherto Undescribed Form of Valvular 
nd Mural Endocarditis, Arch. Int. Med. 33:701 (June) 1924. 
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with arthralgia, a so-called rheumatic symptom, (3) appearance oi 
cutaneous lesions after exposure to sunlight, (4) reaction to attempted 
removal of infected teeth, (5) renal signs, (6) absence of cardiac 
symptoms, (7) fatal outcome, with signs of disease of the respiratory 


tract. 

In general, lupus erythematosus disseminatus occurs more often in 
females than in males. With the particular type to which our case 
belongs, the predominance of females is especially striking. Of the 
twenty-three patients reported on by Baehr, Klemperer and Schifrin,** 
twenty-two were females. Photosensitivity is a common symptom. It 
frequently converts a latent into a manifest disease or causes exacerba- 
tion. In many cases there is no history of exposure to the sun, indi- 
cating that this cannot be a necessary factor. However, the frequency 
of photosensitivity has suggested a relationship to porphyrinuria. No 
studies along that line were made in our case. Search for porphyrin 
in the urine was made in several of the cases reported by Baehr, Klem- 
perer and Schifrin, and the results were negative. 

Operative procedures, trauma and injections of tuberculin have pre- 
cipitated attacks of lupus erythematosus disseminatus or caused severe 
setbacks during the course of the disease. In our case the removal of 
a tooth seemed to produce such a deleterious effect. That is why one 
hesitates to remove foci of infection no matter how desirable that 
procedure seems to be on theoretical grounds. 

The renal symptoms were indistinguishable clinically from those 
in any other acute or subacute form of glomerulonephritis with elevated 
blood pressure. The absence of clinical cardiac disease was definite. 
On only one occasion was there a change in the electrocardiogram, 
and this proved to be insignificant and ephemeral. At no time did the 
usual clinical examination of the heart show any abnormalities. 

The concept of lupus erythematosus disseminatus as a systemic dis- 
ease may be traced first by a critical survey of the literature *° and 
second by a discussion of the particular type to which our case belongs. 
The reported cases demonstrate numerous and varied types of noxa and 
equally varied responses thereto. In Madden’s™ series of eight cases, 
such diverse conditions were present as (1) cutaneous symptoms in a 
child of 5 associated with disease of the sinuses, which improved with 
drainage of the sinuses and recurred when drainage was interfered 
with; (2) carcinoma of the stomach with multiple metastases to the 


10. By critical survey is meant the selection of such data as bear on the 
problem. A complete review is not intended. 

11. Madden, J. F.: Acute Disseminated Lupus Erythematosus, Arch. Dermat. 
& Syph. 25:854 (May) 1932. 
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lungs, shown by autopsy in a case in which the condition had appeared 
typical clinically, and (3) the more usual picture of so-called rheumatic 
pains, infection of the respiratory tract and cardiac and nephritic lesions. 
Mook and his associates ‘* reported thirteen cases. Nine patients died, 
and four could not be followed. Nephritis was found in the four cases 
in which autopsy was performed. The high incidence of inflammation 
of serous membranes was striking. “In ten of the thirteen cases 
involvement of the serous membranes was either proved or convinc- 
ingly suggested.” Karelitz and Welt ** reported a case of dermato- 
myositis in which the diagnosis made prior to their examination was 
lupus erythematosus disseminatus. They stated that lupus erythematosus 
disseminatus is one of several cutaneous lesions which may be asso- 
ciated with dermatomyositis. Sequeira ** reported a case of scleroderma 
associated with lupus erythematosus disseminatus. In the case reported 
by Volk,’®° the condition was associated with periarteritis nodosa. 
(Interestingly, Volk emphasized the probable independence of lupus 
erythematosus disseminatus and vascular damage. ) 

Streptococcic infection has been emphasized, particularly by Bar- 
ber,’® as of etiologic importance. This illustrates a common pitfall in 
the analysis of cases of lupus erythematosus disseminatus. With a 
disease of such protean manifestations, one may choose a single,symp- 
tom or pathologic lesion and by emphasis on the one finding to the 
exclusion of others arrive at a false notion of the central facts of the 
disease. Surely in our case infection of the respiratory tract was a 
terminal event. In general, we have the impression that the suscepti- 
bility to infection in lupus erythematosus disseminatus is due to a 
gradual lowering or wearing away of resistance. In this: connection 
it is interesting that the toxin which causes lupus erythematosus dis- 
seminatus has a predilection for mesenchymal tissue. Although the site 
of the formation of antibodies has not been established definitely, the 
reticulo-endothelial system is considered to be a heavy contributor to 
the production of antibodies.‘* Disease of connective or interstitial 
tissue, which comprises a considerable portion of the body, might 
compromise the organism’s capacity for the production of antibodies 


12. Mook, W. H.; Weiss, R. S., and Bromberg, L. K.: Lupus Erythematosus 
Disseminatus, Arch. Dermat. & Syph. 24:786 (Nov.) 1931. 

13. Karelitz, S., and Welt, S.: Dermatomyositis, Am. J. Dis. Child. 48: 
1134 (May) 1932. 

14. Sequeira, J. H.: Brit. J. Dermat. 33:298, 1921. 

15. Volk, R.: Dermat. Ztschr. 53:682, 1928. 

6. Barber, H. W.: Brit.. J. Dermat. 31:186, 1919. 

17. Gay, F. P., and others: Agents of Disease and Host Resistance, Spring- 
field, Ill., Charles C. Thomas, Publisher, 1935, p. 358. Maximow, A. A.: Mor- 


~ 


phology of the Mesenchymal Reactions, Arch. Path. 4:557 (Oct.) 192% 
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and thus explain the peculiar susceptibility of the patient with lupus 
erythematosus disseminatus to intercurrent infection. 

We present this as a possible explanation and not as a hypothesis 
for which we would adduce evidence. However, regardless of the 
validity of the explanation, the evidence indicates that infection of the 
respiratory tract, supposedly streptococcic, is an intercurrent event and 
not the essential cause of the disease. 

One might extend almost indefinitely the list of conditions with 
which lupus erythematosus disseminatus is associated. After reporting 
a case in which the condition was secondary to pyonephritis, Scholtz '* 
expressed this idea very well when he stated that the “theory of mul- 
is most acceptable. MacLeod,’® likewise, 


’ 


tiple and diverse pathogenesis’ 
stated that “it is not a pathologic entity due to some specific cause, 
but rather a cutaneous symptom of a peculiar type which may be called 
forth by a variety of toxic or septic causes.” Baehr, Klemperer and 
Schifrin §* expressed a similar point of view: “It would seem that the 
disease is conditioned not by the nature or severity of the local infection 
but by a peculiarity in the constitutional reaction of the host.” 


What is the significance of the histologic findings at necropsy? 
As far as the glomerular lesions are concerned, they account for the 
clinical renal symptoms. Moreover, the appearance of the involved 
glomeruli leaves no doubt that the renal pathologic picture is not that 


of glomerulonephritis. The type of capillary alteration in this case, 
as in most of the cases reported by Baehr, Klemperer and Schifrin, is 
unusual, being similar only to lesions found in eclampsia, but far more 
severe. Because of the lack of reaction and the final decay of the 
glomerular. tuft, the conclusion has been reached that the lesion is 
degenerative. The lesions in the spleen are also vascular, but they 
involve a larger vessel unit and are different in type. Such variety 
of pathologic alterations makes it difficult to come to a clear under- 
standing of their significance. Just one fact is available, and that 
is the presence of vascular lesions as the only conspicuous pathologic 
observation in this case as well as in those previously reported from 
this laboratory. The severity of these lesions varies greatly, and even 
in the present case, in which it was most striking within the kidneys 
and the spleen and less so in the heart, it can hardly account for the 
variety of symptoms and the peculiar clinical course. The vascular 
lesions, therefore, cannot be regarded as the all-explaining foundation 
of the disease; they are merely manifestations of an underlying path- 
ologic process which in its progress may and frequently does lead to 


18. Scholtz, M.: Lupus Erythematosus Acutus Disseminatus Hemorrhagicus, 
Arch. Dermat. & Svph. 6:466 (Oct.) 1922. 

19. MacLeod, J. M. H.: Lupus Erythematosus, Arch. Dermat. & Syph. 9: 
1 (Jan.) 1924. 
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morphologic changes of the smaller vessels. An analogy can best illus- 
trate what we want to express: The intravenous injection of bacterial 
toxins may kill a rabbit quickly, and at autopsy no morphologic lesions 
are found. If a smaller dose is given, and particularly if the injection 
is repeated, the animal may die or survive, but at autopsy numerous 
small thrombi are found within the spleen, liver, adrenals and kidneys.” 
In both instances the experimental toxemia is responsible for the result ; 
the vascular lesions are of significance only as evidence of the experi- 
mental toxemia and certainly do not account for the death of the 
animal. In the same way, the vascular lesions found in this and other 
cases of lupus erythematosus disseminatus are merely an index of an 
underlying cause which we have not yet learned to understand. 
The relation between lupus erythematosus disseminatus and vascular 
damage may be clarified by studying its history. Libman *! and Libman 
and Sacks ® first called attention to the association of lupus erythe- 
matosus disseminatus and atypical verrucous endocarditis. Later, Baehr ** 
demonstrated, in addition to the presence of endocarditis, that of dif- 
fuse vascular lesions and emphasized their importance. The same 
author reported cases of lupus erythematosus disseminatus in which 
there was vascular damage without cardiac lesions. This new alinement 
of facts implied that endocarditis was not a necessary or essential 
part of the picture of lupus erythematosus disseminatus, and it centered 
attention on the blood vessels. The glomerular vessels were partic- 
ularly vulnerable, showing changes in eighteen of the twenty-three cases 
reported. However, in a few cases reported by Baehr, Klemperer and 
Schifrin, vascular lesions were present only in the skin. This seems 
particularly significant, for vascular lesions only in the skin could not 
account for the profound systemic reaction of a serious and usually fatal 
disease such as lupus erythematosus disseminatus. Finally, in a few 
cases autopsy revealed no vascular lesions, although the condition had 
been indistinguishable clinically from lupus erythematosus disseminatus 
with vascular lesions. Naturally this raises the question of the role 
played by vascular damage. Is it the essential lesion or is it part of 
widespread damage caused by the unknown toxic agent that produces 
lupus? In other words, is it just one manifestation of the unknown 
and essential underlying cause? The absence of vascular lesions in other- 
wise typical cases, in which the usual course is pursued until death. 


indicates that damage to blood vessels cannot be the sole or essential 


20. Apitz, K.: Virchows Arch. f. path. Anat. 293:1, 1934. Gerber, I. E.: 
The Shwartzman Phenomenon in the Kidneys of Rabbits, Arch. Path. 21:775 
(June) 1936. 

21. Libman, E.: Characterization of Various Forms of Endocarditis, J. A. 
M. A. 80:813 (March 24) 1923. 

22. Baehr, G.: Tr. A. Am. Physicians 46:87, 1931. 
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lesion. However, mesenchymal structures in general seem to be affected 
in lupus erythematosus disseminatus. Baehr, Klemperer and Schifrin 
and Mook emphasized damage to the synovial and serous membranes. 
In one case of clinically typical lupus erythematosus disseminatus, 
in which at autopsy no cardiac or vascular changes were noted, there 
were lesions in the serous membranes and in the interstitial tissue, 
the mediastinum. Possibly, therefore, the following somewhat broader 
hypothesis might satisfy the facts thus far accumulated: The unknown 
toxic agent in lupus erythematosus disseminatus shows a predilection 
for tissue of mesenchymal origin, affecting at times the heart and 
vascular system, at times the blood vessels only and in a few cases 
the interstitial tissue only. Indeed, as new facts accumulate, it may be 
shown that other parenchymatous structures are affected either directly 
or indirectly as a result of damage to blood vessels. The history of the 
changing concepts of other diseases illustrates how certain clinical or 
pathologic manifestations at first so dominated the picture that they 
assumed the dignity of disease entities. Later, when the etiologic 
agent was discovered, these supposed disease entities took their rightful 
place as varied manifestations of the toxic agent. The unknown toxic 
agent in lupus erythematosus disseminatus may be a new and distinct 
substance or it may be one or more of a number of common bacteria 
or their toxins. The latter assumption is the accepted one, and lupus 


erythematosus disseminatus is considered to be the reaction of a peculiarly 
susceptible constitutional state to one or more of the banal organisms 


or their toxins. 


2 West Seventy-Fifth Street. 


1097 Park Avenue. 





cted 
ifrin 
ines, 
tus, 
here 
sue, 
der 
own 
tion 
and 
USES 
be 
tly 
the 
or 
hey 
IC 
ful 
XIC 
net 
ria 
US 
rly 
ns 


Progress in Pediatrics 


JAUNDICE IN CHILDREN 


REPORT OF SIX CASES OF ICTERUS GRAVIS NEONATORUM 


MORRIS ASTRACHAN, M.D. 
BROOKLYN 


(Concluded from page 154) 


REPORT OF SIX CASES OF ICTERUS GRAVIS 

In the literature on jaundice in the new-born many writers *° stress 
the point that three types of jaundice are characterized in a varying 
degree by edema, anemia, jaundice, enlargement of the liver and spleen, 
the presence of numerous nucleated red blood cells in the peripheral 
blood and numerous extramedullary hematopoietic foci. Common to 
the three types is the observation post mortem of extramedullary islands 
of blood formation. In the past, if edema was the most prominent 
element, the condition was spoken of as congenital hydrops foetalis, or 
universal edema of the new-born; if jaundice was most marked, mask- 
ing the underlying anemia, the term icterus gravis neonatorum was 
used, and if anemia was most prominent, congenital anemia of the 
new-born was the term used. If in addition to enlargement of the liver 
and spleen, together with jaundice and anemia, there were unusual signs 
of erythroblastic activity in the peripheral blood and extramedullary 
organs, the term erythroblastosis foetalis was used. All these conditions 
are interrelated according to the newest terminology. They are sub- 
divisions of the general heading, erythroblastosis foetalis. The advisa- 
bility of this classification will be discussed later. The relationship 
between these conditions is illustrated by table 1.* 

It is not my purpose in this article, the central theme of which is 
jaundice, to consider congenital hydrops foetalis, which is characterized 
principally by edema in addition to anemia, hepatomegaly and spleno- 
megaly. Infants with this condition usually are stillborn or die shortly 
after birth. Nor is it my aim to describe congenital anemia of the 
new-born, of which the dominant characteristic is anemia, with jaundice 


40. (a) Blackfan, Kenneth D.; Diamond, L. K., and Baty, J. M J. Pediat. 
1:269, 1932. (b) Parsons, L. G.;Hawksley, J. C., and Gittins, R Arch. Dis. 
Childhood 8:159, 1933. (c) Ferguson, J. A.: Am. J. Path. 7:277, 1931. (d) 
Ruhrman, W. L., and Sanford, H. N.: Is Familial Jaundice of New-Born Infants 
irythroblastosis? Am. J. Dis. Child. 41:225 (Feb.) 1931. 

41. Hawksley, J. C., and Lightwood, R.: Quart. J. Med. 3:155, 1934. 
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as a secondary symptom. I intend, rather, to describe illustrative cases 
of the familial and sporadic forms of icterus gravis neonatorum. 


Case 1—S. B., a girl aged 3 days, was admitted to the Jewish Hospital on 
July 13, 1929, with the complaint of jaundice since birth. 

Family History.—The father was 35 and well; the mother, 28 and well. The 
mother had had 3 other children. The first, a girl, became jaundiced on the third 
day. The jaundice lasted four or five days. After recovering from jaundice, the 
child was asthenic. Dr. Kopkik thought she had a paralytic stroke. She died at 
the age of 2 months and 26 days. The second, a girl, became jaundiced on the 
third day and died on the fifth day. The third, a boy, was never jaundiced. At 
the time of the patient’s admission he was 10 years old and healthy. The patient 
was the fourth child. 

There was no history of jaundice in an infant or an adult in the family of 
either of the parents as far as could be traced. There was no history of 
syphilis, tuberculosis or diabetes. The mother was well during pregnancy with 
the exception of a cold in the first month which lasted a few weeks, the highest 
temperature being 101 F. The parents’ Wassermann reactions were negative. 


TABLE 1 (from Hawksley and Lightwood 4!).—Erythroblastosis Foetalis 








Erythroblastosis Foetalis 


Intra-uterine Neonatal 
1 1 
q) (1) 
With universal oedema = hydrops With severe jaundice and anemia = icterus 
foetalis* gravis neonatorum 
2) 


(2) (2 
Without oedema* With severe anemia and little or no jaundice = 
anaemia haemolytica neonatorum 





* Often stillborn. 


Picea Illness —The baby was born three days before admission, at 3 a. m. 
She was well and normal until the night before admission, when she showed a 
slight yellow tint and refused part of the evening feeding. Next morning she 
vomited five times, the last time showing some yellow color in the vomitus. The 
stools were light green; the urine, a normal color. There was no constipation or 
diarrhea until the morning of admission. The child did not cry, nor was she 
restless. She had no fever at any time. 

Physical Examination.—The patient was a well developed infant with intense 
icterus of the skin and the visible mucous membranes. She appeared moribund 
{he anterior fontanel was slightly depressed. The ears, eyes, mouth and pharynx 
were normal except for jaundice. The thorax was normal. The heart and lungs 
were normal. The abdomen was soft. The spleen was palpable 1 fingerbreadth 
below the costal margin, while the liver was not felt. The genitalia were normal, 
as well as the extremities. The activity of the reflexes was diminished. The 
umbilical stump was still present, but there was no evidence of infection. 

Laboratory Findings—A specimen of urine was not obtained. The blood cell 
count was: hemoglobin, 93 per cent; red cells, 4,400,000, and white cells, 4,000 
One smear (200 cells) contained: polymorphonuclear neutrophils, 1.5 per cent; poly- 
morphonuclear eosinophils, 2.0 per cent ; small lymphocytes, 84 per cent ; monocytes, 
7.5 per cent; myeloblasts, 2 per cent, and myelocytes, 3 per cent. There were 12 
extruded red cell nuclei, 1 stippled red cell, 15 megaloblasts and 9 normoblasts 
per hundred white cells. The reticulation was 0.5 per cent. One megalo 
blast undergoing mitosis was seen. There were moderate anisocytosis and poikilo- 
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cytosis, marked macrocytosis and slight microcytosis. Polychromasia was 2 per 
cent. Hemolysis began with 0.44 per cent saline solution and was complete with a 
0.32 per cent solution. The coagulation time was four and one-half minutes; the 
bleeding time, eleven minutes. The platelets numbered 130,000 The Wasser- 
mann and the Kahn reaction were negative. The icterus index was 110. The 
direct immediate bilirubin reaction was positive; the indirect showed 5 units. The 
blood showed no agglutinogen and no agglutinins. There was no clot retraction 
after twenty-four hours. No isohemolysis was present. A blood culture was 
sterile. 

Clinical Course.—Sixty cubic centimeters of a 25 per cent solution of dextrose 
with 3 units of insulin was administered intravenously. The dextrose was given 
on the basis that the severe icterus might have been due to severe destruction of 
the liver. The insulin was deliberately given in a proportionately smaller amount 
in order that the deposition of glycogen in the liver might be facilitated. The 
child took feedings poorly. The temperature fell from 100 F. on admission to 
95 F. eight hours later. The patient died ten hours after admission 

Autopsy.—There was a slight amount of yellow fluid in the peritoneal cavity. 
The posterior and inferior margins of the lower lobes of the lungs showed sub- 
pleural hemorrhages. On section, the pulmonary parenchyma appeared normal 
except for deep jaundice. Microscopically, a few of the alveoli showed a yellow 
granular exudate. As to the heart, pinpoint hemorrhages were present in the 
epicardium, due to antemortem puncture. The myocardium was jaundiced through- 
out. The right ventricle was somewhat thickened. Both the foramen ovale and the 
ductus arteriosus were patent. The ampulla of Vater was also patent. The spleen 
weighed 15 Gm. It had smooth surfaces and was bright red and soft. On micro- 
scopic examination, the pulp was seen to be the seat of extensive hemorrhages. 
The sinuses were obliterated, and the follicles were fewer and smaller than 
uormal. A moderate amount of yellow-brown bile was present in the gallbladder. 
The ducts and the portal system were normal. 

The liver weighed 100 Gm. It had a smooth and glistening suriace. It was 
reddish brown and on section appeared normal. Microscopic examination showed 
marked dilatation of the intertrabecular capillaries, with consequent pressure on and 
destruction of some of the liver cells. Scattered throughout were small areas of 
hemorrhage. Hematopoietic foci were abundant. The Kupffer cells showed no 
abnormalities. The portal spaces were normal. The bile ducts and capillaries 
were not distended. There was no evidence of accumulation of bile in the liver. 
The kidneys were normal macroscopically and microscopically. The urachus 
was normal. In regard to the bones, the femur showed no abnormality either 
grossly or microscopically. The brain weighed 350 Gm. and was markedly 
jaundiced. The pia showed gray thickenings about 1 mm. in diameter at several 
points in the lateral aspects of the brain. 

Anatomic Diagnosis—The anatomic diagnosis was (1) icterus, (2) congestion 
ind edema of the brain and (3) congestion, hemorrhage and focal necrosis of 
the liver. 


This case is an example of the familial form of icterus gravis 
neonatorum for the following reasons: (@) familial history, two previous 


children having died from jaundice, one at 3 months and the other at 


’ days; (b) early appearance of intense jaundice, on the second day; 
c) rapid, dramatic development of symptoms, with death on the third 
lay; (d) palpable spleen; (e) characteristic blood findings: 24 
iucleated red cells per hundred white cells, moderate anisocytosis and 
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poikilocytosis, hemoglobin 93 per cent and red cells 4,400,000 (while 
these figures are high, they do not seem so in relation to the normal 
polycythemia which exists at birth); (f) positive direct (immediate ) 
van den Bergh reaction and high icterus index, 110, and (g) postmortem 
observation of abundant hematopoietic foci in the liver and an increasé 


in size of the liver and spleen. 


Case 2.—S., a baby girl of the same family as S. B., was admitted June 19, 
1930, at the age of 2 days, with the complaint of jaundice. 

Family History.—The family history was the same as that in the previous case. 

History.—The child was born at home at full term. The weight was 714 
pounds (3,402 Gm.). No resuscitation was necessary. There was no cyanosis and 
she cried immediately, with a lusty cry. 

Present Iliness—The child appeared perfectly well until the morning of admis- 
sion, when the family saw the much dreaded and not unexpected yellow dis- 
coloration of the eyes. The child’s skin gradually assumed the yellow color, until 
in only a few hours there was deep jaundice. There had been no other symp 
toms, no diarrhea, vomiting or convulsions. All the stools before admission had 
been black except one, which was greenish. The physician who attended the child 
at home thought there was some purpura around the cord on the day of admission. 

Physical Examination.—The patient was well nourished and had _ intense 
jaundice of both the skin and the mucous membranes. There was no evidence of 
hemorrhages into the skin, but the scleral conjunctiva of the left eye showed a 
small hemorrhage. The mucous membranes were of a good color. The extremi- 
ties moved freely and were cold to the touch. The child cried vigorously. The 
respirations were rapid and regular. No deformity of the head was present. 
The fontanel admitted one finger. There were no areas of softening. The eyes 
were normal with the exception of a hemorrhage into the left sclera. The 
ears, nose, mouth and pharynx were normal. The chest was not abnormal in 
structure. The heart and lungs were normal. The abdomen was full. No dis- 
tention was present. The appearance of the umbilicus was good, with no evidence 
of infection. The liver was palpable 1% fingerbreadths below the costal margin, 
while the spleen was not felt. No masses were palpable. The reflexes were 
active. There was no involvement of the cranial nerves. No glandular enlarge- 
ment was present. The epitrochleas were not palpable. 

Laboratory Findings—A blood culture gave negative results. The Wasser- 
mann and the Kahn reaction were negative. The icterus index was 75. The direct 
(immediate) bilirubin reaction was positive; the indirect showed 7.8 units. Exami- 
nation of the blood showed: erythrocytes, 6,400,000; hemoglobin, 90 per cent; 
platelets, 300,000; color index, 0.70; coagulation time, eight minutes and fifty 
seconds; bleeding time, fifteen seconds; polymorphonuclear neutrophils, 94 per 
cent; band forms, 21 per cent; polymorphonuclear eosinophils, 1 per cent; myelo- 
cytes, 2 per cent; metamyelocytes, 3 per cent; abnormal cells, none, and reticulo- 
cytes, 2 per cent. A fragility test showed that hemolysis began with a 0.42 saline 
solution and was complete with a 0.28 per cent solution. There was no auto 
agglutination and no autohemolysis. 

Clinical Course-—The jaundice kept on increasing. Fifty cubic centimeters of 
blood was given by transfusion. The temperature was normal. The child died 
the day following admission, after the onset of marked dyspnea and cyanosis. 

Autopsy.—Marked jaundice of the skin and the scleras was present. Adipose 
and muscle tissues were bile stained. A small quantity of yellow-green fluid was 
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present in the peritoneal cavity. The heart weighed 20 Gm. Over the epicardium, 
veral minute petechiae were present. The myocardium was deepl idiced, 


ce 


and the endocardium was bile stained. The foramen ovale was patent. The 
ductus arteriosus was extremely wide. Microscopically, the heart was normal. 
fhe pleural surface of the lungs showed few areas of air-containing parenchyma. 
The cut’ section through the rest of the lung showed moderate atelectasis. There 
was bile staining of the tissue. No areas of consolidation were present. Micro- 
scopic examination showed congestion throughout, with moderate atelectasis 


There was an area of consolidation in which the alveoli were filled with red blood 
cells and considerable pigment. 

The liver weighed 110 Gm. The surface was smooth and the consistency 
firm. On section, marked jaundice was found, and the usual liver architecture 
was lost by diffuse clouding. No bile plugs were visible in any of the bile pas- 
sages. The hepatic duct and the portal vessels were normal. Microscopically, 
the liver cells appeared pale and granular. The nuclei stained well. There was 
congestion throughout, with numerous hematopoietic centers. The gallbladder con- 
tained a moderate quantity of thick yellow bile, which could be expressed through 
the biliary ducts to the duodenum without difficulty. The spleen weigl 20 Gm. 
There was a moderate degree of congestion. The gray network of the organ 
was prominent. Microscopically, marked congestion was observed throughout, with 
hemorrhagic extravasation and pigmentation. The lymph follicles were small but 
well defined. The kidneys each weighed about 10 Gm. Their capsules stripped 
with ease, leaving smooth surfaces, which were bile stained. On section, the cut 
surface was found to be extremely jaundiced. The pyramids were marked off 
from the cortical tissue by zones of yellow-green. Microscopically, marked cortical 
congestion and granular degeneration of the tubular epithelium were seen 

The skeleton showed no gross bony changes, and the epiphysial 
femur exhibited no abnormalities. The marrow of the femur was red, and a scant 
amount of it could be scraped out. There was only a slight amount of bone 
marrow in the ribs. On microscopic examination of the bone marrow, numerous 
nucleated red cells of various sizes and forms were revealed. The white blood 
cell element was normal. The scalp was edematous and bile stained. The 
meninges were normal except for a blood clot on the right vertical portion, which 
was the result of a sinus puncture. The brain was edematous and evidenced some 
flattening of the gyri as a result of the edema. There was profound bile staining 
of the cortical and cerebellar tissue, especially the latter. 

The umbilical cord, examined microscopically, showed the presence of an 
organized clot. The spleen and the heart showed no spirochetes with Levaditi’s 
tain, 

Anatomic Diagnosis—The anatomic diagnosis was (1) pulmonary congestion 
with red hepatization and (2) patent ductus arteriosus, with thrombus formation. 


This case is another example of the familial form of icterus gravis 
neonatorum. The patient was the next child of the mother of the first 
patient. The points outside the familial history in favor of the diag- 
nosis of icterus gravis are: (a) early appearance of the jaundice, on 
the second day, and its becoming intense within a few hours; (db) 
enlarged liver, palpable 1% fingerbreadths below the costal margin; 

C) positive direct (immediate) bilirubin reaction and the high icterus 
index of 75; (d) the occurrence of death on the third day, after the 
onset of marked dyspnea and cyanosis, and (¢) degeneration of the 

er cells as noted by their pallor and granular appearance, increase 
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in the size of the liver and spleen and the finding of numerous hemiato- 
poietic centers in the liver. 


CasE 3.—S., a baby girl was delivered normally at full term, at 10 p. m. on 
June 10, 1932. On examination the next morning the child appeared well nourished 
and had a vigorous cry. The skin was very red. There was no general enlarge- 
ment of the lymph nodes. The eyes were not observed. The lungs were clear 
and the heart was normal. The liver and spleen were not palpable, and the cord 
was clean. Deep reflexes were easily elicited. The next day at 4:40 p. m. 45 ce, 
of the mother’s serum was injected into the buttocks. The following day the 
skin appeared jaundiced after pressure was applied to make the redness dis- 
appear. Otherwise the child was normal. On June 13 the jaundice seemed to be 
unchanged in degree. The child was maintaining its weight. The temperature 
was normal, the color good and the lungs clear. While the spleen was not felt, 
the liver could be felt 1 fingerbreadth below the costal margin. The cord, 
having a red edge, was about to drop off. There was swelling or induration 
at the site of injection of the serum. The scleras could not be seen. The stools 
were dark greenish black and semiformed. The injection of maternal serum 
was repeated. 

Laboratory Findings—Examination of the blood showed: hemoglobin, 130 per 
cent; red cells, 7,000,000; white cells, 4,800; polymorphonuclears, 45 per cent; 
lymphocytes, 45 per cent; monocytes, 1 per cent; eosinophils, 9 per cent; normo- 
blast, 1; red cells, normal in shape, and platelets, normal by smear. On June 13 
the blood findings were as follows: hemoglobin, 120 per cent plus (Dare) ; plate- 
lets, 160,000; white cells, 10,600; polymorphonuclear neutrophils, 53 per cent; 
polymorphonuclear eosinophils, 5 per cent; small lymphocytes, 33 per cent; mono- 
cytes, 8 per cent; erythrocytes, 7,000,000; color index, 0.85 per cent; bleeding time, 
one minute and thirty-five seconds; clot retraction, normal; tourniquet test, nega- 
tive; coagulation time, eight minutes; microcytosis, 2 plus; hyperchromasia, 2 
plus; reticulation, 0.5 per cent, and fragility test, within normal limits. 

Clinical Course —The intensity of the jaundice as judged by the skin reached 
its height on June 14 and then began to recede gradually. No bile was found in 
the urine. There had been frequent loose stools since birth. The child maintained 
her weight but showed no gain. By discontinuing the formula for twelve hours and 
giving a saline solution and dextrimaltose, we controlled the diarrhea. On dis- 
charge, the color of the skin was faintly icteric. The scleras were clear; the heart 
and lungs, normal. The liver was palpable 1 fingerbreadth below the costal margin, 
while the spleen could not be felt. 


The condition of this child, the sixth to be born in the family that 
is being reported on, can safely be considered to have been icterus 
eravis, in view of the fact that four children in the family had already 
died from this disease. Obviously, the clinical course and the blood 
picture were modified by the fact that maternal blood serum was given 
before the appearance of jaundice. The only other findings pointing to 


the diagnosis of icterus gravis are the appearance of jaundice and the 


enlargement of the liver. 
Case 4.—B. C., a girl 2 weeks old, was admitted on April 5, 1932, with the 
chief complaint of increasing yellowness of the skin. 


Family History.—The family history was negative. 
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Present Illness—Delivery had been normal and spontaneous. The color was 
normal at birth, When the mother and child were discharged from a private 
sanatorium on the tenth day, the mother first noted that the infant’s skin had a 
vellow tinge, which she admitted may have been present before. The color 
deepened progressively, but the child remained otherwise well until two days before 
admission, when she began to refuse feedings. There were no fever, vomiting 
or convulsions. The stools were yellow, never clay colored or black. 

Physical Examination—The child was well nourished but markedly jaundiced. 
There were'no eruptions on the skin. The head was well formed and ntanel 
open and flat. The eyes showed icteric scleras and conjunctivae. The pupils 
reacted to light. The ears and nose were normal, while the mouth showed an 
icteric mucosa but no injection. There was no deformity of the chest. The heart was 
not enlarged, and the sounds were of good quality. A systolic murmi Ss present 
over the precordium but was not transmitted. The lungs were normal. Abdominal 
examination revealed a soft spleen 2 fingerbreadths below the costal margin, 
while the liver was only slightly below the costal margin. 

Laboratory Data—Two specimens of urine showed bile (nitric acid test) 
but were otherwise normal. Examination of the blood showed: on April 5, hemo- 
elobin 60 per cent, red cells 2,520,000, white cells 29,520, polymorphonuclears 51, 
lymphocytes 43, monocytes none, eosinophils 5, basophils 1 and, on smear, frag- 
mented red cells; on April 7, red cells 1,860,000, polymorphonuclears 45, lympho- 
cytes 38, monocytes 11, eosinophils 2 and, on smear, marked anisocytosis, diffuse 
basophilia, 1.5 per cent reticulocytes, 1 myelocyte and 3 normoblasts; on April 8, 
hemoglobin 32 per cent, red cells 1,700,000 and white cells 20,800; on April 1], 
hemoglobin 56 per cent, red cells 2,710,000 and white cells 9,600; on April 15, 
hemoglobin 60 per cent, red cells 2,930,000, white cells 10,200, polymorphonuclears 
23, lymphocytes 53, monocytes 18, eosinophils 6 and smear essentially normal, 
with no normocytes and few reticulocytes. The refractive index was 1.3467; the 
icterus index, on April 5, 170; the direct immediate bilirubin reaction, positive, 
and the indirect, 20 units; a vaginal smear, normal; a blood culture, sterile; a 
culture of material from the nose and throat, negative, and a roentgenogram of 
the chest, on April 6, normal. The stool on April 8 showed a faint trace 
of urobilin and of urobilinogen. The urine contained no urobilin and traces of 
urobilinogen which were inestimable because of the small amount of urine. A 
supravital differential count was as follows: polymorphonuclears, 33 per cent; 
bands, 7 per cent; metamyelocytes, 52 per cent (9,200); late myelocytes, 2 per 
lympho- 


: 
mall 


cent; early myelocytes, 7 per cent; eosinophils, 6 per cent (1,100) ; 
cytes, 23 per cent (4,100); monocytes, 19 per cent (3,400); reticulocytes, 35 
per cent; normoblasts, 14 per cent (15 per hundred white cells; 3,150 per cubic 
millimeter), and megaloblasts, 1 per cent. 
Clinical Course-—The temperature was consistently normal except for a drop 
» 96 F. after the transfusion on the fourth day. The weight on admission was 
pounds (2,948 Gm.). Feedings were taken well, without vomiting. Trans- 
ision of 60 cc. of blood on the fourth day was followed by progressive 
rease in jaundice. On the child’s discharge from the hospital, on April 15, no 
undice was present. Except for evidence of moderate anemia, the blood smear 
as essentially normal. (Eight months later the blood count taken in the dis- 
nsary was absolutely normal.) A systolic murmur was present over the pre- 
rdium. The lungs were normal. The liver was 3 fingerbreadths below the 
tal margin, and the spleen, 1 fingerbreadth. 


This sporadic instance of icterus gravis is classified with this group 


the following reasons: (a) marked jaundice; (>) enlarged liver 
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and spleen; (c) presence of bile in the urine; (d) positive direct 
(immediate) van den Bergh reaction, and (e) the changes in the 
blood—the increase in the number of nucleated cells, the presence of 
early forms of the leukocyte series and the presence of marked anisocy- 
tosis and a diffuse basophilia. 


Case 5.—H., a girl, was delivered at 3:10 p. m. on Dec. 11, 1934, after a 
normal pregnancy. She was the second child; the first one was living and well] 
The first child never had jaundice. The patient weighed 6 pounds and 13 ounces 
(3,090 Gm.). On December 12 nothing 2bnormal was noted. The next day at 
1 p. m. the nurse reported that the baby was nursing poorly and that she had 
moderate jaundice. The temperature was 99.6 F. A clysis of 75 cc. of a 5 per 
cent solution of dextrose and sodium bicarbonate was given. At 7 p. m. the baby 
was in a poor condition. She was cyanotic and had difficulty in breathing. Exam- 
ination showed frothy, bloody sputum from the mouth and nose. The chest was 
full of moist rales. Fifty cubic centimeters of serum from the mother’s blood was 
given. Stimulants were also administered, and the child was placed in an oxygen 
tent. In spite of the serum, the child died the same evening. 

Laboratory Findings—At 9:30 p. m. on December 13 examination of the 
blood showed: red cells, 1,780,000; hemoglobin, 50 per cent; white cells, 117,600; 
polymorphonuclears, 6 per cent; lymphocytes, 93 per cent; eosinophils, 1 per 
cent; many nucleated red cells; many abnormal white cells; poikilocvtosis, and 


anisocytosis. 
This also was a sporadic case of icterus gravis. Marked jaundice 
appeared on the second day, although, as in all the previous instances, 


the baby appeared perfectly normal at birth. Within a few hours from 
the appearance of jaundice alarming symptoms appeared. There were 


marked dyspnea and cyanosis, followed by death. The blodd findings 
were characteristic: a low red cell count and hemoglobin content, a 
tremendous increase in the total nucleated cell count, with many nucleated 


red cells and abnormal white cells. 


Case 6.—C., a girl, was delivered Sept. 11, 1934. She was the third baby, 
the previous 2 being normal. The family history was unimportant. At birth 
she cried spontaneously. The color was pink, and the birth weight, 7 pounds 
(3,175 Gm.). Definite jaundice was first noted about thirty-six hours after birth. 
On the third day, well marked jaundice was present but the child did not appear 
iil. There was definite pallor of the skin and mucous membranes. No cyanosis 
was present. The spleen was abnormally firm, extending about 3 cm. below the 
costal margin. The next day the pallor seemed more marked. The infant did 
not appear ill. The spleen was now quite soft, extending about 2 cm. below the 
costal margin. A transfusion of 75 cc. of blood was given on the fourth day. 
There was no immediate reaction. Examination on the fifth day showed that the 
jaundice was still marked, but the child was not quite so pale. The abdomen 
was enlarged. The veins on the upper abdominal wall were dilated. This was 
probably due to the enlargement of the spleen and the liver. No other masses 
were palpable. The cry was vigorous. The extremities moved freely. The urine 
was yellow. The child was discharged on the tenth day, the subsequent course 
being unknown. 

Laboratory Findings—Examination of the blood on the third day showed 
1,830,000 red cells and 32 per cent hemoglobin (Sahli) ; on the fifth day, 1,600,000 
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red cells, 28 per cent hemoglobin (Sahli), 16,000 white cells, 14 per cent segmented 
polymorphonuclears, 32 per cent band forms, 4 per cent juvenile forms and 
52 per cent lymphocytes; on the fifth day (after transfusion), 2,550,000 red 
cells, 38 per cent hemoglobin, 16,850 white cells, 34 per cent polymorphonuclears, 
57 per cent lymphocytes; 1 per cent monocytes, and 1 per cent eosinophils; on the 
sixth ,day, 2.100,000 red cells, 38 per cent hemoglobin, 17,000 white cells, 14 
per cent band forms, 18 per cent segmented polymorphonuclears and 62 per cent 
lymphocytes, and on the ninth day (after a second transfusion), 2,900,000 red 
cells and 70 per cent hemoglobin. 


This case is an instance of marked jaundice with underlying marked 
pallor: The spleen was enlarged. The red blood cell count and the 
hemoglobin percentage show marked anemia. While, unfortunately, 
the presence or absence of nucleated: red blood cells is not stated, the 
increased total nucleated count must have included many nucleated 
red cells. 

CLINICAL FEATURES 

Icterus gravis neonatorum, as the cases observed by my associates 
and me at the Jewish Hospital show, may occur in familial or sporadic 
form. The pregnancy is usually normal, there being no toxemia, and 
the infant is delivered normally at term. While it has been stated 
that the first born is usually spared, this theory was not substantiated in 
the family cited. It is- possible that the first born had a milder form, 
if one judges by. the length of life, for she lived three months. She was 
asthenic and had what was considered a paralytic stroke. The jaundice 
is the most striking symptom. It is noted early. Sometimes this type 1s 
present at birth, but it generally appears within thirty-six hours, unlike 
physiologic jaundice, which as a rule, manifests itself after the third day. 
In 5 of the 6 cases cited, jaundice appeared on the second day, no definite 
statement being possible in 1 case (case +). Once icterus appears, it 
quickly increases in intensity. The infants are usually drowsy and 
apathetic and rapidly and progressively become very ill. Within one 
day alarming symptoms supervene, and death takes place, with evidence 
of hemorrhage (case 5) or possibly of medullary failure (cases 2 
and 3). The child in case 2, the fifth child in the family cited, was 
seen on the second day of life by a member of our attending staff 


and was carefully examined. Although she was jaundiced, her general 


physical condition was good. Next day death supervened, after cyano- 
sis and dyspnea developed. There was a similar dramatic sequence 
of events in case 5. Spontaneous recovery is rare. In some cases of 
comparatively long duration in which the patient recovers, anemia 
that was previously masked by the intense jaundice is uncovered. In 
1 of our cases, the jaundice receded before death (case 2). Anemia 
is not inevitable, however. One of our 2 patients who had the familial 
type and died had 4,500,000 red cells per cubic millimeter, and the 
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other, the usual polycythemia of the new-born, 6,500,000 cells. On the 
other hand, in 2 of our cases the count was less than 2,000,000 red cells 

In addition to the symptoms of jaundice, pallor, drowsiness and 
failure to gain weight, one finds on examination that the liver or spleen 
or both are enlarged, especially during the height of the hemolytic 
process. In each of the 12 cases cited by Blackfan and his co-workers,*” 
the spleen was enlarged. In 2 of our cases there was enlargement 
of the spleen and in 2 enlargement of the liver. In 1 both the liver and 
the spleen were palpable, while in another no definite statement was 
made. Purpura is not a conspicuous feature. One of our patients 
(case 2) showed a small hemorrhage of the scleral conjunctiva of the 
left eye. In case 5, frothy, bloody sputum from the mouth and nose 
was a terminal manifestation. The stools are colored with bile, and the 
urine shows the presence of bile. 


LABORATORY DATA 


Next to jaundice as a symptom, if not of equal importance, is the 
characteristic blood picture (table 2). One finds an increase in the 
nucleated red blood cell count far beyond physiologic limits. On the 
first day there should be no more than 5 nucleated blood cells per 
hundred white blood cells on examination by smear; on the second 
day, no more than 1, and on the third day, none. The increase is in 
normoblasts, erythroblasts and megaloblasts, as well as in reticulo- 
cytes. Megaloblasts are the direct derivatives of the endothelium of the 
blood capillaries. They have a basophilic cytoplasm because of the scant 
amount of hemoglobin. The next cell is the erythroblast. It includes 
all the intermediate stages when the cytoplasmic basophilia of the 
megaloblasts is giving way to hemoglobin formation and therefore to 
acid-staining cytoplasm.** The normoblast is the cell of the common 
erythrocyte size with a pyknotic, or shrunken, nucleus. The nuclei then 
disappear, and the young erythrocytes, or reticulocytes, are formed. 
These are identified by a reticular network brought out by staining 
with cresyl purple. Next are the mature erythrocytes. Only three o 


f 


our patients had an increase in nucleated red blood cells. As improve- 
ment in the condition occurs, the older cells disappear first. The 
red cell count varies; in our series it was between 1,780,000 (case 5) 
and 7,000,000 (case 2). The blood picture which usually obtains is 
that of hyperchromic anemia; that is, the diminution of red blood cells 
is out of proportion to the amount of hemoglobin. The color index is 
1 or above. In 3 of our 6 cases the index was 1 or over. 

The red blood cells have been described as showing, on smear, 
characteristic changes in size, anisocytosis, and variations in staining, 


42. Sabin, Florence R.: Physiol Rev. 8:191, 1928. 
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polychromasia. In the study of blood smears, we noted changes both 


in size and in shape. The characteristic cell has been described as a large 
cell, or macrocyte, which fits in with the findings of van Creveld * 
that the mean diameter of the red blood cell in icterus gravis is larger 
than that of a premature infant, which in turn is larger than that 
of an infant born at term, the last being still larger than that of an 
adult. The findings in icterus gravis as to the size of the cell have 
been corroborated by others.*t Only 1 of our patients showed a 
marked increase in the size of the cells. 

As for other blood findings, the leukocytes also increase in the early 
stages, myelocytes and myeloblasts being found, as well as band forms 
of polymorphonuclears, in the peripheral blood. We found no changes in 
the lymphocytic series, an experience corroborated by others. Accord- 
ing to Blackfan, however, the lymphocytic series also shows early 
forms. The platelets have been variously described as increased, normal 
and diminished. According to some writers, they are definitely 
diminished. This diminution plus the tendency to an increase in the 
bleeding time may account for the tendency to hemorrhages. In 2 of 
the 3 cases in which the platelets were estimated, the number was 
diminished ; in 1 of these cases, the bleeding time was increased to eleven 
ininutes and the clot retraction was delayed. 

In regard to other laboratory data, with the van den Bergh test 
in the 3 cases in which it was done, a direct immediate reaction was 
obtained and, of course, a markedly increased indirect reaction and an 
increased icterus index. The occurrence of a direct immediate reaction 
or, as is more characteristic, a biphasic reaction,** implies that there 
must be necrosis of the liver cells, with resulting disruption of the bile 
canaliculi. The urine shows an increase in urobilinogen as well as in 
bilirubin. In the 1 case in which we were able to obtain a specimen, 


hile was present. The stools are of normal color. 


PAT HOLOGY 


A composite description of both autopsies and the findings of other 
authors reveal the following facts. As in all cases of jaundice, there 
is yellow staining of the various organs and serous membranes. 
Petechial hemorrhages, such as those noted over the epicardium in 
case 2, are not unusual. The dominant findings are in the liver. It 
was enlarged in both cases, the normal weight being 78 Gm.*°* The 
characteristic finding, the one seen in sections of the liver in both 


43. van Creveld, S.: Diameter of Red Blood Cells of Premature Infants and 
> 


f Those Born at Full Term, Am. J. Dis. Child. 43:337 (Feb.) 1932 
44. Abt, Arthur F.: J. Pediat. 3:7, 1933 
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autopsies and the one described as occurring in the spleen, kidneys and 
other organs, although it was not demonstrated by us elsewhere than 
in the liver, is islands of blood formation. These are really a persis- 
tence of or a reversion to embryonic blood formation. These centers of 
hematopoiesis consist of erythroblasts situated about the periphery, 
generally, while in the center are still more primitive cells, with baso- 
philic cytoplasm, such as megaloblasts. In addition to the early forms 
of the red blood cell series, primitive forms of the granulocyte series, 
such as myeloblasts, also occur, but not to so marked an extent. We 
have found degenerative changes in the liver cells, such as paleness of 
outline and granular changes, and also necrosis of the cells, probably a 
result of pressure by hematopoietic foci. The portal spaces are normal, 
and there is no blockage of bile ducts. Our subjects did not show a 
deposition of bile pigment in the liver cells or casts of the bile ducts. 
These have been described as occurring in patients who survive several 
weeks.*4 The same explanation holds for the lack of deposition of 
iron pigment. In addition to these changes, there was congestion 
throughout the liver. 

As for the other organs, there was some thickening of the right 
ventricle. In the bone marrow there was an increase in the forma- 
tion of red and white blood cells in 1 case, while in the other there was 
apparently no change. In a few necropsies after icterus gravis there 
have been found pigmentation and extensive necrosis of the ganglion 
cells of the basal nuclei and medulla, which had given rise to the entity 
kernicterus.*° According to a recent survey of cases,*° the following 
symptoms have been ascribed to kernicterus: drowsiness, apathy, con 
vulsions, spasticity and medullary failure. It may be that in the first 
born of the family reported on, who was jaundiced and survived fot 
three months with evidence of a “paralytic stroke,” we were dealing 
with a sequel of kernicterus. 

DIAGNOSIS 

The importance of making a diagnosis as to the cause of jaundice in 
the new-born is made obvious by the fact that of a total of 59 patients 
with jaundice who were treated in the pediatric service in nine years, 
26, or about 45 per cent, were in the neonatal period, that is, in the 
first month of life. The gravity of jaundice in the new-born, in the 
past at least, is indicated by the fact that 16 of 26 infants died, a per 
centage of about 60 per cent. Once one excludes the commonest form 


of jaundice in this period of life, physiologic jaundice, the prognosis 1s 


45. Schmorl: Verhandl. d. deutsch. path. Gesellsch. 6:109, 1904. 
46. Zimmerman, H. N., and Yannet, H.: Kernikterus: Jaundice of the Nuclear 


Masses of the Brain, Am. J. Dis. Child. 45:740 (April) 1933. 
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erave. The responsibility for making a prompt diagnosis is tremendous, 
for in icterus gravis the immediate giving of blood by transfusion or 
blood serum intramuscularly is effective. 
If the obstetrician is on guard instinctively or because of a history 
of familial jaundice, he may suspect the condition if he finds yellow- 
stained amniotic fluid, a large placenta or an infant covered with golden 


vellow vernix caseosa. In a group of cases in the Boston Lying-in 


Hospital, golden yellow vernix caseosa was a finding in every case.*’ 
Otherwise, the diagnosis is based on the following cardinal points: (a) 

familial incidence of early and intense jaundice, ()) pallor, (¢) an 
abnormally large number of nucleated red blood cells, (d@) enlarge- 
ment of the liver and the spleen and (e) the observation post mortem 
of extreme hematopoiesis in extramedullary sites. 

Since the diagnosis of icterus gravis with erythroblastosis can be 
made with certainty only by the observation post mortem of widespread 
extramedullary hematopoiesis, it is important that it be differentiated 
clinically from other conditions that occur in the neonatal period. For 
practical purposes, I shall confine myself to the conditions which actually 
occur during this period of life as judged by our experience of nine 
years. An attempt will be made to describe the conditions in the order 
of their frequency and importance. 


DIFFERENTIAL DIAGNOSIS 


Before taking up each individual condition, it may be well at this 
point to consider the other conditions which are evidence of an eryth- 
roblastic process, congenital hydrops foetalis and congenital hemo- 
lytic anemia of the new-born. The three conditions characterized by 
erythroblastosis are looked on as three different degrees of the same 
process, the severest form being congenital hydrops, the intermediate 
icterus gravis and the mildest hemolytic anemia of the new-born. 

Congenital Hydrops with Erythroblastosis—Infants with congenital 
hydrops, or edema of the new-born, generally are stillborn or die shortly 
after birth. As the name implies, the condition is characterized princi- 
pally by edema. Other symptoms are pallor, enlargement of the liver 
and spleen and typical extramedullary sites of blood formation. The 
‘ymptom of jaundice is absent or slight. We had one such case during 
the past vear, as the following brief summary indicates. 

Baby E. G. was delivered normally at term. There was no history of toxemia 
during pregnancy. When the baby was born the respirations were irregular and 
scasping. She died half an hour later. Swellings of the neck and enlargement 
} 


the abdomen were noted. At postmortem examination these proved to be 


47. Clifford, Stewart H., and Hertig, Arthur: New England ] ed. 207: 105, 


1929 
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due to edema of the tissues and of the ascites, respectively. The diagnosis was 
confirmed by the study of postmortem blood and autopsy observations. The blood 
cell count was: lymphocytes, 69 per cent; lymphoblasts, 1 per cent; mature 
polymorphonuclears, 14 per cent; band forms, 6 per cent; eosinophils, 3 per cent; 
eosinophilic myelocytes, 1 per cent, and myelocytes, 6 per cent. Examination by 
smear showed: macrocytes, 4 plus; microcytes, 3 plus; anisocytosis, 2 plus; 
poikilocytosis, 3 plus; polychromasia, 3 plus; normoblasts, 78 per hundred white 
blood celis, and megaloblasts, 17 per hundred cells. Chemical examination of 
the blood showed: sugar, 16 mg.; creatinine, 1.3 mg.; urea nitrogen, 36 mg., and 
uric acid, 6 mg. per hundred cubic centimeters. The anatomic diagnosis was 
(a) erythroblastosis of the skin, heart, intestines, liver, kidneys, uterus, spleen, 
pancreas and adrenals, (b) universal edema, (c) diffuse hyperplasia of the bone 
marrow and (d) pulmonary atelectasis. 


Congenital Anemia with Erythroblastosis—As to the other condi- 
tion associated with erythroblastosis, congenital hemolytic anemia, the 
striking distinction is that anemia is the primary element, with jaundice 
secondary, while in icterus gravis, jaundice is the primary symptom 
and anemia the secondary one. Congenital hemolytic anemia, also, is 
characterized by an increase in nucleated red cells in the blood and par- 
ticularly by an increase in the reticulocyte count. Anemia is generally 
noted in the first twelve days of life.** Jaundice appears early or as 
late as the fifth week.*® The majority of the patients recover spon- 
taneously. The benefit from transfusion is striking. The infant whose 
case is described in the following paragraph, although discharged as the 
youngest child to have had acute hemolytic anemia of Lederer, may 
well be considered as having had congenital anemia of the new-born 


with erythroblastosis. 


Baby E. G. was admitted at the age of 17 days. When she was taken home 
at 13 days, slight jaundice was noted. The stools were normal, and the urine 
was dark brown. She was a well developed infant, not in distress. Generalized 
jaundice was present. No hemorrhages or petechiae were noted. The liver and 
spleen were palpable 1 fingerbreadth below the costal margin. Study of the blood 
on admission showed: hemoglobin, 40 per cent; red cells, 1,600,000; white cells, 
53,400; polymorphonuclears, 50 per cent; lymphocytes, 42 per cent; monocytes, |] 
per cent; eosinophils, 1 per cent; basophils, 1 per cent; large monocytes, 2 per 
cent ; myelocytes, 4 per cent; normoblasts, 12 per hundred white cells, and platelets, 
250,000. The red cells stained poorly and were markedly broken up. Two days 
later, just prior to transfusion, examination showed: hemoglobin, 19 per cent; red 
cells, 848,000; white cells, 68,200; polymorphonuclears, 31 per cent ; lymphocytes, 55 
per cent; monocytes, 5 per cent; myeloblasts, 1 per cent; myelocytes, 4 per cent; 
metamyelocytes, 4 per cent; normoblasts, 20, and megaloblasts, 1 per hundred 
white blood cells; reticulation, 30 per cent; beginning hemolysis in a 0.6 per cent 
saline solution and complete hemolysis in a 0.32 per cent solution; some stippling 


48. Ehrmann, Evelina W.: Anemia of the New-Born Infant, Am. J. Dis. Child. 
37:138 (Jan.) 1929. 

49. Pasachoff, H. D., and Wilson, L.: Association of Universal Edema of 
the Fetus and Congenital Anemia of the New-Born, Am. J. Dis. Child. 49:411 
(Feb.) 1935. 
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of cells; extruded red cell nuclei and hyperchromia of the red cells; platelets, 
240,000; bleeding time, two and one-half minutes; coagulation time, three minutes ; 
Wassermann reaction, negative; icterus index, 150; direct (immediate) bilirubin 
reaction, positive, and indirect, 22 units. There was no fever. A _ transfusion 
of 60 cc. of blood was given. After transfusion the hemoglobin content rose to 
46 per cent. The red cell count was 2,150,000 and the white cell count 22,500. 
Without further transfusion, the hemoglobin content on discharge was 62 per 
cent, the red cell count 3,350,000 and the white cell count 7,400. The number 
of nucleated red cells and the reticulocytes, as well as the number of abnormal 
white cells gradually diminished. The spleen became smaller, and the jaundice 
gradually disappeared. 


Icterus Neonatorum.—Physiologic jaundice is the commonest con- 
dition from which icterus gravis is to be differentiated. It is usually 
mild, occurs on the third day or later and as a rule clears up within a 
few days. It is unlike icterus gravis in that beneath the jaundice 1s 
a pink rather than a pale skin. The liver and spleen are not enlarged, 
and there are no nucleated red cells in the blood after the third day. 
On the first day there may be, physiologically, from 5 to 10 nucleated 
red cells per hundred white cells. These are mostly normoblasts. In 
premature infants the number of nucleated cells may be higher. In 
icterus gravis, on the other hand, there may be 25,000 or more nucleated 
cells per cubic millimeter. Absence of nucleated red cells, however, 
does not exclude icterus gravis. The van den Bergh reaction in physio- 
logic jaundice is indirect only, and no bilirubin is to be found in the 
urine. The prognosis is good. The jaundice clears up rapidly. Nor- 
mally, then, physiologic jaundice provides no great difficulty in differen- 
tiation. It is in cases in which the jaundice appears earlier and lasts 
longer or is complicated by some other lesion, such as a cerebral injury 
at birth, that differentiation may give some difficulty, as illustrated by 
the following report. 


Baby C. C. was delivered normally at full term. Jaundice was noted on the 
third day. On the following day the child vomited, was restless and had irregular 
breathing, with long periods of apnea. No cyanosis was present. She had one 
convulsion on that day and numerous ones on the following day. On physical 
examination, generalized jaundice was observed. The breathing was irregular. 
Pin-point subcuticular hemorrhages were present over the neck and shoulders. 
The liver was just palpable, but the spleen could not be felt. Laboratory examina- 
tion showed: urine, normal; blood culture, sterile; bleeding time, forty-five 
seconds; coagulation time, two minutes and forty-five seconds; platelets, 340,000. 
On smear, one normoblast was found; otherwise the specimen was normal. No 
reticulocytes were present. Spinal puncture yielded yellow, clear fluid under 
normal pressure. The vomiting was controlled. The child gained weight, and at 
the end of the first week in the hospital the jaundice seemed to clear up. The 
next week the jaundice was more intense. The infant was discharged although 
slight jaundice was present, since she was doing well in every respect. The 
diagnosis at discharge was acute diarrhea with intoxication, icterus neonatorum 
and convulsions (unexplained). 
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Sepsis Neonatorum with Jaundice-—The next condition for differen- 
tial study is sepsis neonatorum. We have had a total of 17 cases in 
the neonatal period, in 7 of which the infant had jaundice. Two infants 
beyond the neonatal period, 5 and 11 weeks old, respectively, also had 
jaundice. All the infants in this group died. In sepsis of the new- 
born, one may find anemia, severe hemolytic jaundice and many 
nucleated red blood cells. The main point of differentiation consists in 
the fact that in cases of sepsis with jaundice the infant is sick primarily 
with vomiting, diarrhea or fever or shows evidences of localization of 
an infection, for example, about the umbilicus. The jaundice comes 
later. In icterus gravis, however, the condition starts with intense 
jaundice in an apparently well child. The presence or absence of fever 
is no guide, for the temperature is often normal in sepsis in the new- 
born. Only one of our patients had a positive blood culture. It is 
to be remembered that the infant with icterus gravis may have a 
terminal infection which makes it difficult to differentiate the condition 
from primary septic jaundice with secondary changes in the blood. 
The following report illustrates the difficulties of diagnosis. In this 
case of sepsis there were not only jaundice, enlargement of the liver 
and erythroblastosis, but also a familial history. 


Baby C. C. was the third infant in a family in which the first child had 
died at three weeks from jaundice due to sepsis arising from an infected umbilicus. 
The second child had jaundice for two days but recovered. The child under 
discussion became jaundiced on the second day after birth and failed to gain 
weight. For ten days before admission the stools were loose and green. There 
was no fever. Enlargement of the abdomen and edema of the vulva were 
noted on the day before admission. On examination, jaundice of the body, scleras 
and mucous membranes was observed. A purpuric spot was present over the left 
anterior part of the chest and in the left scapular region. The abdomen was 
tense, and the umbilicus, pouting. The liver was enlarged, reaching to 3 finger- 
breadths below the costal margin. It was palpable through a resistant layer, 
which felt as though it was possibly due to fluid. The spleen was not palpable. 
Our impression was that we were dealing with hematogenous peritonitis. The 
abdomen was tapped, and Staphylococcus aureus was recovered. The same organ- 
ism was obtained from a soft, fluctuating mass over the left posterior parietal 
region. Examination of the blood showed: platelets, 190,000; polymorphonuclear 
neutrophils, 43 per cent; small lymphocytes, 40 per cent; myeloblasts, 1 per cent; 
myelocytes, 9 per cent; metamyelocytes, 7 per cent; poikilocytosis, moderate; 
macrocytosis, moderate; Howell-Jolly bodies, 2, megaloblasts, 3, and normoblasts, 9, 
per two hundred white blood cells; reticulation, 4 per cent; beginning hemolysis 
in a 32 per cent saline solution and complete hemolysis in a 28 per cent solution; 
icterus index, 60; van den Bergh direct immediate test, positive, and indirect, 9 
units; bleeding time, two minutes; coagulation time one and one-half minutes, and 
clot retraction time, under thirty minutes. Examination of the urine gave a 
positive reaction for bile on one examination and a negative reaction on two 
others. The child died ten days after admission, the diagnosis being sepsis 


neonatorum. 





ASTRACHAN—JAUNDICE 559 


Congenital Obliteration of the Bile Ducts —The main characteris- 
tics are jaundice, generally dating from birth, clay-colored stools and 
an enlarged, hard liver. The jaundice is progressive and intense. The 
clay-colored stools and the hard liver, together with the absence of 
nucleated red blood cells, serve to differentiate this condition. 

Prematurity with Excessive Hemolysis—Premature infants may 
have a jaundice that appears earlier, is more intense and lasts longer 
than the physiologic variety. Associated with it one may find pallor, 
anemia and a nucleated red cell count beyond the normal physiologic 
limits as given previously. Usually, premature infants with excessive 
hemolysis are less ill than infants with icterus gravis and do not show 
splenomegaly. Also, infants with erythroblastosis born prematurely 
are apt to be jaundiced at birth and to have severe and early anemia. 
Of 9 premature infants studied post mortem after from seven to nine 
months of intra-uterine life,#°° 3 showed no evidence of hematopoietic 
activity in the liver. In 6, there were a few areas of hematopoiesis, 
consisting of hemoglobin-containing cells which appeared to be normo- 
blasts. In erythroblastosis in infants born at term, on the other hand, 
there is marked extramedullary hematopoiesis with every type of 
embryonic cell. In spite of the distinctions given, it is often difficult 
to say where prematurity with jaundice due to excessive hemolysis ends 
and icterus gravis begins. A recent case not included in the preceding 
series, of which the report follows, is probably a case of icterus gravis 
with erythroblastosis in a premature infant, but there is room for 
argument because no standards for blood findings at the various ages 
of prematurity exist. 

Baby S. was born on March 7, 1935, after a seven and one-half month preg- 
nancy. The mother had pyelitis during pregnancy. When the child was born 
the color was good and the cry was spontaneous. The weight was 4 pounds and 
15 ounces (2,239 Gm.). The following morning the baby was intensely jaundiced. 
rhe general condition was poor. A transfusion of 20 cc. of whole blood was given. 
During the day the infant appeared listless and did not respond to stimuli 
readily. When he did cry, his cry was shrill and weak. He died the following 
morning. A red cell count showed 3,000,000 red cells. On smear, many megalo- 
blasts, erythroblasts, normoblasts and extruded red blood cell nuclei and central 
achromia were observed. 

Winckel’s Disease—-We had 2 cases of this condition, in both of 
which treatment with transfusions was successful. The first case was 
reported by Kramer and Polayes.°®° The condition is characterized by 
intense jaundice, which generally begins from the fourth to the twelfth 
day °° and leads to bronzing of the skin and mucous membranes, hemo- 


vlobin in the urine, severe hemolysis, with chocolate-colored discolora- 


50. Polayes, S. H., and Kramer, B.: J. Pediat. 2:482, 1933 
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tion of the blood, and rapidly progressive anemia. The characteristics 
which distinguish it from icterus gravis are intense cyanosis and thie 
occurrence of hemoglobin derivatives in the urine and the blood. The 
child whose case was reported had many megaloblasts and normoblasts 
in the peripheral blood and enlargement of the liver and the spleen. 
The second child had many nucleated red cells in the blood and from 
4 to 25 normoblasts per hundred white blood cells, as well as enlarge- 
ment of the liver and spleen. 


Atresia of the Duodenum with Jaundice—We had 4 cases of atresia 
of the duodenum, in 1 of which the infant had jaundice. There should 
be no difficulty in differentiating this condition from icterus gravis. The 
symptomatology is that of acute intestinal obstruction—early persistent 
vomiting and obstinate constipation. Gastric peristalsis may be evi- 
dent, as well as dilatation of the upper part of the abdomen. Jaundice 
in these cases indicates obstruction below the papilla of Vater. 

The preceding paragraphs describe our experience with jaundice in 
the neonatal period. Other conditions for differential diagnosis are 
mentioned in the literature, the most prominent ones being the fol- 
lowing : 

1. Congenital syphilis: In 48 cases of congenital syphilis in nine 
years, only 1 infant had jaundice, infectious cholangeitis at the age of 
11 weeks. Congenitally syphilitic infants may have physiologic jaun- 
dice together with enlargement of the liver and spleen. Cases are 
reported not only with the finding of nucleated red cells in the blood 
but also with that of extramedullary hematopoietic foci in the tissues. 


The family history, the Wassermann test, roentgenograms of the long 


bones and examination of the tissues post mortem for spirochetes should 
serve to differentiate the two conditions. 

2. Hemorrhagic disease of the new-born: Jaundice in these cases 
is not likely to be severe. The liver and the spleen are not enlarged, 
nor do nucleated red cells appear in the blood. We have found that 
hemorrhages in icterus gravis are infrequent except as a terminal 
event. 

3. Congenital heart disease: This may give difficulty, especially in 
the absence of murmur, because it is accompanied by dyspnea, cyanosis 
and, if decompensation exists, enlargement of the liver. The absence 
of severe anemia and nucleated cells should serve for differentiation 

4. Erythroblastic, or Cooley’s, anemia: This is a disease of later 
infancy and childhood. It is characterized by its occurrence in people 
of Mediterranean origin, by marked hyperplasia of the bone marrow 
and by tremendous enlargement of the spleen. The hyperplasia of 
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the bone marrow creates characteristic changes in the skull and long 
bones and in the facial bones gives rise to a mongoloid facies. 

5. Familial acholuric jaundice: Cases have occurred in the first few 
weeks of life. Microcytosis, with the red cells smaller than those of 
the adult, which in turn are smaller than those of the normal infant,** 
is characteristic. Coupled with this, the finding of an increase in the 
fragility of the red cells in a physiologic solution of sodium chloride 
and the same finding possibly for one of the parents, serves to dis- 
tinguish the two conditions. 

6. Leukemia: A superficial glance at an erythroblastosis blood 
smear may lead to an erroneous diagnosis of leukemia. ‘The many 
nucleated red cells may be mistaken for small lymphocytes and the 
erythroblasts for lymphoblasts or myeloblasts. Cases of leukemia 
reported in infants may have been based on this erroneous interpre- 
tation.* 

PROGNOSIS 

Icterus gravis, as the name implies, is a serious disease. Its mor- 
tality rate is between that of the uniformly fatal congenital hydrops 
and that of the rarely fatal hemolytic anemia. The only statistics 
available are those of Rolleston °? and Hampson.” 

Hampson, from a combined series of the two sets of data, gives a 
mortality rate of 80 per cent. Death within the first five days is gen- 
erally due to medullary failure. In cases in which the child survives 
for a longer period, it may be due to anemia, toxemia, hemorrhage or 
intercurrent infection. Spasticity and convulsions may be indications 
of the particular form of icterus gravis known as kernicterus, in which 
there is involvement of the basal nuclei. In many cases of mental 
deficiency, spastic diplegia and athetoid movements in later infancy 
and in chilhood, the condition is probably the sequela of kernicterus 
from which the child recovered.*' 


TREATMENT 

Working on the suggestion that the new-born infant’s serum may 
lack some antihemolytic agent until the functional maturity of the liver 
is established, an agent which is present in the maternal blood or in 
any adult serum, Hampson *! treated 18 infants with intramuscular 
injections of maternal serum, with 17 recoveries. The eighteenth child 
was seen late in the disease. Intramuscular injections of 5 or 10 ce. 
of serum were given daily, the bilirubin level of the blood being used 
as a guide. These were continued untii the bilirubin level was 1 to 
150,000. Hampson objected to the use of whole blood because red 


. Hampson, A. C.: Lancet 1:429, 1929. 
. Rolleston, H.: Practitioner 104:1, 1920 
3. Footnote deleted. 





562 AMERICAN JOURNAL OF DISEASES OF CHILDREN 


blood cells are absorbed with difficulty, giving rise to hematoma, and 
because he felt that the supplying of additional red blood cells for 
hemolysis would only aggravate the condition. On the basis of thai 
theory, the child in case 3 was treated with serum. Two intramuscular 
injections were given, and the infant recovered. She was given 45 cc. 
of serum within the first twenty-four hours, before the jaundice 
appeared, for we knew that we were dealing with a family in which 4 
infants had died of icterus gravis, 3 in the first few days. No success 
with either human blood or serum injected intramuscularly has been 
reported by others,*' however. The present method of treatment is 
founded on the use of transfusions. Transfusions are to be given on 
the basis of from 10 to 15 cc. per pound (453 Gm.) of body weight 
if the red blood cell count is considerably below 4,000,000 per cubic 
millimeter. They are to be repeated until the red cell level is main- 
tained at 4,000,000. The blood of either parent may be used. Addi- 
tional therapy is the continuance of breast feeding, the forcing of fluids 
and the giving of dextrose to combat any existing dehydration. 


ETIOLOGY 

The cause of icterus gravis, involving as it does the general subject 

of erythroblastosis, has been the basis of many theories and a great 
deal of discussion. For that reason it has deliberately been left out 
of previous consideration. It is impossible to understand the theories 


attempting to explain the cause of icterus gravis without understanding 


the mechanism of physiologic jaundice and that of the intra-uterine 
formation of blood. 

There have been numerous theories to account for physiologic 
jaundice. Those up to 1925 have been summarized by van Creveld.™ 
More recently, a dozen theories have been listed.** It is beyond the 
scope of this article to discuss them, since to do so would involve 
detailed evidence of disproof. Of more benefit it is, then, to proceed 
with the established facts based on clinical and experimental data and 
with the resultant present concept of icterus neonatorum. 

The fetus lives in a state of constant oxygen want, or relative 
anoxemia. If one studies the fetal circulation, one is impressed by 
the fact that only in one vessel, the umbilical vein, coming as it does 
from the placenta to the fetus, does pure oxygenated blood exist. That 
the placenta acts as the lung for the fetus was demonstrated as far 
back as 1876, by Zweifel,°*® who showed that the spectrum of oxyhemo- 


54. van Creveld, S.: Icterus Neonatorum, Am. J. Dis. Child. 30:240 (Aug.) 
1925. 

55. Franklin, Morris: Am. J. Obst. & Gynec. 22:913, 1931. 

56. Zweifel: Arch. f. Gynak. 9:291, 1876. 
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slobin could be seen in blood from the umbilical cord before the child 
breathed through its lungs. In the rest of the fetal circulation there 1s 


an admixture of venous and arterial blood, the mingling taking place 


in the liver and the heart. As a result of this anoxemia, there 1s a 
compensatory increase in red blood cells, just as in congenital heart 
disease, the reaction of the heart to high altitudes, etc., there is poly- 
cythemia. Since a great demand is made on the blood-forming organs, 
which in the fetus are the liver and the spleen, before the full develop 
ment of bone marrow at maturity, early cell forms, such as reticulo 
cytes and nucleated red cells appear. There are also evidences of 
hurried maturation of the blood cells. The amount of bilirubin in the 
fetus increases during gestation, the premature infant having a lower 
bilirubin content than the infant born at term.°’ Since an increase in 
bilirubin is to be found in the fetus and hyperbilirubinemia is the basis 
of jaundice, the factors having to do with icterus neonatorum are 
obviously of antenatal origin. Events which take place during delivery 
or subsequently are of no primary importance in the causation of 
jaundice. 

The findings at birth may be described as follows: 

1. The bilirubin content of the cord blood is at least five times 
as great as that of the mother or of an older infant, never being less 
than 2% units.°*> The amount of bilirubin in the blood increases after 
birth, reaching a maximum on the third or fourth day, and then gradu- 
ally drops to a normal level. This holds true, of course, for the icterus 
index also. The bilirubin of the cord blood as well as of the blood ot 
the new-born always gives an indirect reaction, thus showing that one 
is dealing with nonobstructive jaundice. 

2. The cord blood hemolyzes readily. If it is allowed to stand in 
a test tube, hemolysis takes place readily whether the corpuscles are 
in contact with the serum or whether the serum is replaced with physio- 
logic solution of sodium chloride. Adult blood will not hemolyze when 
treated in the same manner.** 

3. The oxygen content of the fetal blood is low. Further evidence 
that the fetus lives in a relative state of anoxemia has been produced 
by a comparison as to the oxygen saturation and capacity of the fetal 
arterial blood, which is the blood taken from the umbilical vein, with 
the blood from the radial artery of the mother. Maternal blood is 
within normal limits, while the blood of the fetus shows a diminished 
oxygen saturation. This is further evidence of the placenta’s being 


a poor respiratory organ as compared with the postnatal lung 
57. Hampson, A. C.: Lancet 1:429, 1929. 
58. Goldbloom, Alton, and Gottlieb, R.: Icterus Neonatoru: \m. J. Dis 
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+. Polycythemia is present at birth, the red cell count ranging from 
5,200,000 to 7,000,000.°° There is a rapid rise in red cells in the first 
six hours. The red cell count remains high during the first week and 
then gradually drops. The red cell picture is also abnormal at birth 
as to type, staining and size. 

5. There are corresponding changes in the hemoglobin percentage, 
which were accurately determined by the oxygen capacity of the red 
cells by Lucas and his co-workers.®° The percentage is highest on the 
first day of life. 

6. The platelets are not altered. 

7. Leukocytosis is present at birth, markedly increases in the first 
twelve hours and then begins to fall, reaching normal within five days. 
It is accounted for by the increase in the polymorphonuclears and meta- 
myelocytes, or band forms. These are most common in the first eighteen 
hours. Abnormal cells of the lymphocytic series also occur, cells with 
sievelike structure as well as many small and large lymphocytes instead 
of medium-sized ones. 

8. The fragility of the cord blood and of the peripheral blood of the 
infant is increased owing to the reticulocytes and the nucleated red 
cells. By making fragility tests on the unhemolyzed portions of the 
blood, it was found that the immature forms of red cells are more 
sensitive to saline dilutions than normal cells. 

9. There is no bilirubin or urobilin in the first day’s stool, or 
meconium. A little bilirubin appears on the second day, and from 
then on the amount gradually rises. Urobilin is absent from the stools 
for the first three days. 


10. The excretory efficiency of the liver of new-born infants is 


impaired owing to immaturity, as evidenced by the bromsulphalein 
test. Infants more than 4 months of age excrete the dye as well as 
adults. Below that age, more and more of the dye is recoverable at 
the end of a half hour. During the first month from 20: to 30 per 
cent of the dye is recoverable. 


With the foregoing facts in mind, one may attempt to link up the 
findings and see the basis for the theory that icterus neonatorum is a 
true nonobstructive, or hemolytic, jaundice. The fetus living in a 


59. (a) Goldbloom and others.58 (bh) Lippman, Hyman S.: A Morphologic 
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state of relative anoxemia makes up for the oxygen want by an increase 
in the production of red cells, polycythemia. Since the fetus has no 
stores of mature red cells to throw into the circulation, early forms 
appear, such as reticulocytes and nucleated red cells. The bilirubin con- 
tent and the icterus index rise. After birth there is no longer any 
need for the increase in the amount of red cells. As the cells are 
destroyed, the amount of bilirubin rises because of the released hemo- 
globin. If it rises high enough there is visible jaundice, that being a 
matter of degree only. The fragility of the cells becomes normal as 
the reticulocytes and the nucleated red cells disappear. That anoxemia 
produces polycythemia has been proved experimentally by the keeping 
of guinea-pigs in a state of low oxygen saturation. With the return to 
normal oxygenation, polycythemia disappeared, the icterus index rose 
and jaundice appeared.** 

Icterus neonatorum is really the result of a physiologic adjustment 
on the part of the new-born infant to extra-uterine life. The temporary 
rise in the red cell and the white cell count in the first six hours is 
probably evidence of the sudden change in environment and the conse- 
quent sudden stimulation of the bone marrow.**® The jaundice belongs 
to the type of true nonobstructive, or hemolytic, jaundice because it 
fulfills the two cardinal requirements of that classification, hyperbili- 
rubinemia and impairment of the excretory function of the liver. The 
hyperbilirubinemia has been repeatedly alluded to. The impairment of 
the excretory function due to immaturity is evidenced by dye tests,®* 
by lowered levulose tolerance tests *' and by the fact that although 
the bilirubin content in the blood is high in the first few days, very 
much above the usual level at which the normal mature liver removes 
bilirubin from the blood, no pigment products appear in the stool. 
Also, the greater immaturity of the liver in the premature infant 
accounts for the greater rise in bilirubin, with the greater persistence 
of jaundice, and for the fact that the icterus index remains high for 
a long time. 

While the hemolytic nature of icterus neonatorum has been stressed, 
there must be other factors which in certain cases intensify the bili- 
rubinemia and produce jaundice. Two of these may be mentioned: (a) 
Since the placenta is the respiratory organ of the fetus, it stands to 
reason that if there are infarctions, or areas of degeneration, in the 
placenta, which interfere with the small supply of oxygen, jaundice 
should be more prevalent in cases in which the placenta is of this type. 
Evidence along this line has been produced by a study of placentas and 
of the course of new-born infants.** (b) Since the blood volume of a 
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new-born infant is about one-twentieth or one-nineteenth of its weight, 
a baby weighing 7 pounds (3,175 Gm.) has a blood volume of 150 cc. 
It is known that about 100 cc. of blood can be expressed from a placenta 
and cord. It is obvious, then, that a delay in ligation of the cord 
sufficient to allow from 40 to 60 cc. of blood to enter the infant would 
increase the blood volume by from 25 to 40 per cent. The extra burden 
of blood with a high bilirubin content and with an increase in the 
number and fragility of the red cells on an immature liver should pro- 
duce jaundice in a greater number of cases in which the cord is ligated 
late. Evidence to support this theory has been presented.** 

Only two authors have attempted to connect physiologic jaundice 
with icterus gravis neonatorum both in its familial and in its sporadic 
form. An understanding of the attempt to relate these two conditions 
involves a reference to erythropoiesis in the embryo. 

As one studies the formation of blood in the embryo, one finds that 
blood is formed in various tissues such as the liver, spleen and kidneys 
and the tissue beneath the skin. As maturity is reached and bone 
marrow develops, these extramedullary foci cease functioning. [xtra- 
medullary foci for the formation of blood are observed in full term 
children but especially in premature infants.®’ It is an abundance of 
these foci that constitutes the picture known as erythroblastosis. The 
finding of many early forms of red cells, that is, erythroblasts, 
normoblasts and reticulocytes, in excess of the physiologic maximum 
for the age constitutes the picture known as erythroblastemia. Abt * 
expressed the belief that in icterus gravis one is dealing with a per- 
sistence of this embryonic formation of blood. 

Hampson,*? who also correlated physiologic jaundice with icterus 
gravis, raised the following questions: If, as has been seen, bilirubin 
is increased during fetal life, why are babies not born jaundiced? What 
accounts for the marked increase in bilirubin in postnatal life? To 
explain these two facts, he postulated two suppositions: (a) In fetal 
life a great deal of the bilirubin is excreted through the placenta by 
the mother. Mention has been made in the literature of an increase in 
bilirubin in the mother’s blood toward the end of gestation, but no 
specific data have been given. This is not an unusual supposition. 
While no doubt the fetal kidney functions, a good deal of its excretion 
is discharged by the mother. If this supposition is true, the rise in bili- 
rubin in postnatal life is due to inability of the liver to assume excre- 
tion of the entire amount of bilirubin promptly. (b) The second suppo- 
sition, and the one more stressed, is that during fetal life the maternal 
organism supplies an antihemolytic agent from its own liver, thus pre- 


65. Parsons, Leonard G.: Arch. Dis. Childhood 8:85, 1933. 





enta 
ot rd 
ould 
‘den 

the 
TO- 
ited 


lice 
idic 


ONS 


hat 


ASTRACHAN—JAUNDICE 567 


venting undue hemolysis. After birth, the separation from this source 
of an antihemolytic agent accounts for the marked increase in hemol- 
ysis and the consequent formation of bilirubin until the infant’s liver 
supplies an antihemolytic agent. Either view presupposes that the 
difficulty is with the liver. According to Hampson, icterus gravis 
results from a still further delay in the assuming of function on the 
part of the liver. Apart from these two authors, no one has attempted 
to correlate physiologic jaundice and icterus gravis neonatorum in recent 
literature. 

Some of the theories, such as those attributing the condition to 
maternal toxemia,*? sepsis °° and syphilis, can be ruled out readily. A 
study of our cases rules them out as they have been ruled out by other 
writers. There have been other theories, such as congenital intoxica- 
tion of the fetus through toxic maternal products, insufficiency of 
the liver cells, which permits the entrance of bile into the blood,** and 
a form of new growth of erythroblastic tissue which corresponds to 
the leukoblastic tissue which is sometimes considered the cause of 
leukemia.*® The present point of view as to the causation of erythro- 
blastosis, by which, to reiterate, | mean the finding of active bone 
marrow and active extramedullary hematopoietic centers with or with- 
out erythroblastemia, centers about two divergent schools of thought. 
One group of writers, which may be considered the American group,”° 
in which Blackfan and his associates are dominant, are of the opinion 
that one is dealing with a primary disturbance of the erythroblastic 
tissues, with hemolysis secondary to this cause. Another group, the 
British group,*' consider hemolysis the primary disturbance, with eryth- 
roblastosis as a secondary phenomena. It is my aim, from a review 
of the literature and of our own cases, to present the arguments for 
and against each theory and to express a personal point of view. 

The Theory That Erythroblastosis is the Primary Condition, with 
Hemolysis Secondary.—This theory has been presented most clearly by 
Blackfan, Diamond and Baty. They have shown that there is a rela- 
tionship between congenital hydrops and icterus gravis, on the one 
hand, and between icterus gravis and hemolytic anemia of the new- 
born, on the other. A’s to the first two conditions, the following facts 


66. Knopfelmacher: Ergebn. d. inn. Med. u. Kinderh. 5:205, 1910 

67. Briining, H., and Schwalbe, E.: Handbuch der allgemeinen Pathologie 
und der pathologischen Anatomie des Kindesalter, Wiesbaden, J. F. Bergmann, 
1924, vol. 2, p. 1204. 

68. Yllp6: Ztschr. f. Kinderh. 17:334, 1918. 

69. Woolley, P. G.: J. Lab. & Clin. Med. 1:347, 1916. 

70. Blackfan and others.4°2 Clifford and Hertig.47 

71. Parsons and others.4°” Hawksley and Lightwood.*) 
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can be adduced: (a) Both have a familial incidence; (b) there are 
instances of both in which an enlarged placenta was found or the infant 
was covered with yellow vernix; (c) enlargement of the liver and the 
spleen and severe anemia with many immature nucleated cells in the 
blood have occurred in both; (d) the tissues differ very little histo- 
logically in the two conditions, and in the liver, spleen, kidneys and 
other organs show large areas of hematopoiesis, and finally, (e) those 
authors have reported a case in which both conditions occurred in the 
same family. 

Similarly, a link has been shown between icterus gravis and hemo- 
lytic anemia of the new-born. In a case reported by the Blackfan 
group, all the findings of icterus gravis were present. As the process 
cleared, the hematologic findings were compatible with the diagnosis of 
hemolytic anemia of the new-born. Furthermore, a familial incidence 
has been reported for hemolytic anemia of the new-born.** Moreover, 
cases of hemolytic anemia have been reported in which there were areas 
of hematopoiesis similar to those seen in erythroblastosis foetalis.™ 
Other writers have given support to the preceding views."* 

According to this theory, then, the disease is a primary defect of 
the hematopoietic system, resulting, first, either in the failure of normal 
erythrocytes to maturate or in the overgrowth of immature forms; 
second, in the delivery of immature nucleated forms into the circulation 
and, third, in the increased destruction of erythrocytes. Other signs 
of the disease complex are considered secondary to dysfunction of 
erythrocyte production. The jaundice is at first hemolytic, and as the 


products of red blood cell destruction accumulate, the icterus increases 


because of functional insufficiency of the liver. Another factor in 
the jaundice is the addition of an element of obstruction due to 
pressure of hematopoietic foci on the liver cell cords, which results in 
necrosis and destruction of bile canaliculi. 

There are definite objections to the theory that erythroblastosis is 
the primary disturbance in icterus gravis and the other related condi- 
tions. These are: 

1. At postmortem examination nothing may be observed to explain 
the condition of familial icterus gravis, the changes being similar to 
those of physiologic jaundice.*® 

2. Cases of congenital hydrops and of congenital hemolytic anemia 
have been reported in which there was no erythroblastemia.*® 


72. Ecklin, T.: Monatschr. f. Kinderh. 15:425, 1919. 

73. Susstrunk, G.: Ztschr. f. Kinderh. 38:586, 1924. Schleussing: Verhand! 
. deutsch. path. Gesellsch. 21:371, 1926. 

74. Ferguson.4°¢ Buhrman and Sanford.44 

75. Hampson, A. C.: Guy’s Hosp. Rep. 78:199, 1928. 
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3. In our 3 cases of icterus gravis in one family there was no 
increase in nucleated red cells in the blood. Other cases have been 
reported in the literature *® in which the nucleated red cells did not 
increase. 

4. The presence of an increased number of nucleated red cells has 
been reported in other conditions: (a) congenital syphilis,** (>) sepsis 
(case reported under the heading “Differential Diagnosis’) and, (c) 
Winckel’s disease (2 cases described under “Differential Diagnosis’). 

5. There hardly seems to be a dividing line between prematurity 
with excessive hemolysis resulting in jaundice and anemia and icterus 
gravis. This difficulty is evidenced by a case cited under “Differential 
Diagnosis.” 

6. Abnormally colored vernix caseosa and hypertrophy of the pla- 
centa are associated with other conditions.** 

7. Specimens taken from fetuses that died of fetal erythroblas- 
tosis at different ages showed diminishing extramedullary erythropoiesis 
This observation can be correlated with the 


fe 


with increasing age. 
gradual disappearance of nucleated red cells from the blood during the 
first three weeks of postnatal life.°* It seems logical to expect that if 
erythroblastosis were the primary cause of this condition and the cause 
of death, extramedullary erythropoiesis would continue until an even 
later date. 

8. While there are similarities between congenital drops and 
icterus gravis, on one hand, and between icterus gravis and hemolytic 
anemia, on the other, it is not logical to say that the first condition, 
which is uniformly fatal, is of the same group as the third condition, 
which is rarely fatal. 

9. Definite standards are lacking by which to gage the significance 
of an increase in the nucleated red cell count. There are no definite 
reports of series of cases to show what the count is in such conditions 
as congenital obliteration of the bile ducts, Winckel’s disease, sepsis and 
different stages of prematurity. 

10. The frequent presence of embryonic erythropoiesis in premature 
and full term infants seems to be evidence against the assumption that 
these cells are so abnormal that they can initiate hemolysis and its effects. . 

11. Finally, I quote Parsons: 


The erythron in infancy is anatomically even more widely spread than in the 


adult, because although the change over from the embryonic depots of blood 


76. Hart, A. P.: J. Canad. M. A. J. 15:1008, 1925. Greenwald, Harry M.., 
and Messer, William: Am. J. M. Sc. 174:793, 1927. McClure, |] Ztschr. f 
Kinderh. 1:86, 1931. 

77. Hawksley, J. C., and Lightwood, R.: Proc. Roy. Soc. Med. 26:1368, 1933. 
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formation occurs during the later months of gestation, this change is gradual 
and blood formation continues to take place in the shafts of the long bones, the 
flat bones, the liver, spleen and lymphatic tissues throughout the early months 
of postnatal life. 

Here then is one authority who has considered the process a normal one. 

The Theory That Hemolysis is Primary, with Erythroblastosis 
Secondary.—The British writers ** have advanced the theory of pri- 
mary hemolysis strongly for the following reasons: 

1. Not all infants with congenital hydrops have erythroblastosis ; 
this is evidence that erythroblastosis can only be a concomitant feature 
and not the cause of the disease. 

2. It is hard to conceive that in a child apparently born normal 
profound anemia will develop within a day or two if hemorrhage or 
hemolysis has not taken place. 

3. As a result of studies on the mean diameter of red blood cells, 
van Creveld ** showed that the mean diameter of the red cells in 
premature infants, which is normally greater than that of full term 
infants, falls much more rapidly to approximate the adult size. The 


more rapid fall has been interpreted as a sign of the increase in hemol- 


ysis known to occur in premature infants. In icterus gravis, van 
Creveld found the fall in mean diameter to be still greater, thus imply- 
ing a greater degree of hemolysis, an observation which has been cor- 
roborated.*" 

4. As has been mentioned previously, Hampson expressed the belief 
that some antihemolytic factor which had been supplied in utero by the 
mother is lacking in the new-born infant owing to a delay in hepatic 
efficiency. That serum will inhibit hemolysis he showed experimen- 
tally,*° and its use has been the basis of successful therapy. This 
theory more readily links physiologic jaundice and prematurity with 
excessive hemolysis and jaundice to icterus gravis. The severe clinical 
picture found in icterus gravis would be explainable by a still greater 
delay in the supplying of this antihemolytic factor by the liver of the 
new-born child. Furthermore, the results of the products of destruc- 
tion of the red cells, which have been proved experimentally *' to be 
toxic, would tend to increase the severity of the condition. 

The essence of this theory is that the hemolysis comes first and is 
severe and unchecked, the result being that the bone marrow and the 
extramedullary centers of hematopoiesis, which have barely, if at all, 
ceased functioning, are recalled into activity. Because of this stimulus 
there is an outpouring of nucleated red blood cells into the peripheral 
circulation, with resultant eryvthroblastosis. 


/ 
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ASTRACHAN—JAUNDICE 71 


Comment.—It may be well to analyze our cases at this point to see 
whether they substantiate the concepts of primary erythroblastosis or 


those of primary hemolysis. 


CasE 1.—This patient was the fourth child in a family in which the first 
born was jaundiced in the first week of life. The jaundice in the first child cleared 
up, but the child remained puny and had symptoms of “paralysis,” which may 
have been spastic diplegia, as evidence of kernicterus. Death took place when the 
child was 3° months old. The second child died on the third day of life of 
jaundice. Both were girls. The third child, a boy, was not jaundiced and was 
perfectly well. In the case under discussion, in which the child was the fourth 
in the family, the red cell count on the third day, the day of death, was 4,400,000 
and the hemoglobin content 93 per cent. From one point of view, that of the 
physiologic standard for this period of life, which is from 5,600,000 to 7,000,000 
red cells, anemia was present but not striking. The red cell count and the 
hemoglobin percentage certainly do not speak for severe hemolysis, particularly 
in view of the fact that the child died the same day. Death, however, was not 
necessarily due to anemia. The child may have died of medullary failure, a com- 
mon cause of death in the first few days. No nucleated red cells and no reticulo- 
cytes were present in the blood. The only abnormal finding was 12 extruded 
red cell nuclei per hundred white blood cells. At postmortem examination, while 
numerous hematopoietic foci were found in the liver, they were not found 
elsewhere. The severe jaundice, the relative anemia of a hyperchromic type, with 
a color index of 1.1 and the increase in the indirect reaction for bilirubin and in 
the icterus index indicate that hemolysis was the dominant element in the picture. 


CasE 2.—In this case, that of the fifth child in the family, the blood taken on 
the second day, the day before death, showed a red cell count of 6,400,000, 90 
per cent hemoglobin and a color index below 1. There were no abnormal red 
blood cells. There was evidence of hemolysis, however, since the infant was 
markedly jaundiced, and the icterus index and the indirect bilirubin reaction were 
increased. Since reticulation was 2 per cent, the red cell count may already have 
represented compensatory polycythemia due to a primary unknown stimulus. At 
autopsy, hematopoietic foci were noted only in the liver. In the bone marrow there 
was an abundant increase in various nucleated red blood cells, with the white 
cells apparently being normal. 

CAsE 3.—The case of the sixth child of the family, a girl, is interesting for 
it is the first recorded case in which treatment was given before jaundice appeared 
in an infant born in a family with previous deaths from icterus gravis. It is 
hard to evaluate the meaning, then, of a blood count which was certainly normal 
for the age, 7,000,000 red blood cells and 130 per cent hemoglobin. One may 
even argue that the case was an example of physiologic jaundic« 

Case 4.—This was a case of the sporadic form of icterus gravis with erythro- 
blastosis, of a slower progression of the disease and of a complete cure with 
transfusion. The infant had all the classic symptoms of anemia: enlargement 


of the liver and the spleen, many nucleated red cells and abnormal! 


white cells, on 
smear, and an increase in bile pigment. There was even, as in cases 1 and 2, a 
positive direct immediate bilirubin reaction. Since the element of jaundice was not 
so dramatic in appearance as in the previous cases, it is hard to say whether this 
case cannot also be classified as an example of congenital hemolytic anemia of 
the new-born with erythroblastosis. It is difficult to differentiate between that 
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condition and the closely related icterus gravis neonatorum with erythroblastosis. 
The difficulty of differentiation as shown in this instance would certainly be an 
argument for the concept of this disease as given by Blackfan. 

Case 5.—Unquestionably, we were dealing with a sporadic case of icterus 
gravis with erythroblastosis. We had evidence of marked hemolysis and very 
marked erythroblastemia. 

Case 6.—This case also illustrates the relationship between icterus gravis 
and hemolytic anemia of the new-born. It definitely speaks for hemolysis as the 
primary cause. It is hard to conceive of a red blood cell count of 1,830,000 and 
32 per cent hemoglobin on the third day without marked hemolysis. There were 
no nucleated red blood cells in the blood beyond the physiologic limits for the 
age. 

While it is true that neither the theory of primary erythroblastosis 
nor that of primary hemolysis affords a full explanation as to the cause 
of icterus gravis because one has still to postulate a more fundamental 
cause that initiates either process, I am in favor of the view that 
primary hemolysis with erythroblastosis is a concomitant or secondary 
feature. The reasons for this belief are as follows: 

1. In the normal adult, hemolysis of the red blood corpuscles plays no 
discernible role in the daily destruction of from 600,000,000 to 
1,500,000,000 red corpuscles.*” It does play a role in abnormal condi- 
tions and in a restricted number of diseases. Red corpuscles are 
destroyed primarily by fragmentation. They are broken down into con- 


stantly smaller fragments owing to the wear and tear of going through 
small capillaries. Phagocytosis plays a secondary part in the removal of 
aged and worn red cells. There is apparently a mechanism in the normal 
adult which does not allow hemolysis of the cells to take place. 


2. In every new-born infant hemolysis is evidently going on. Physio- 
logic jaundice is considered a form of hemolytic jaundice because of 
the proof, previously given, of hyperbilirubinemia and temporary insuf- 
ficiency of the liver. Whether jaundice occurs or not, the argument that 
hemolysis normally takes place in the new-born infant is not affected, 
because the presence of visible jaundice depends only on the degree and 
rapidity of hemolysis and hepatic inefficiency. 

3. One finds normally as a result of the relative anoxemia in which 
the fetus lives, erythroblastemia at birth. Nucleated red blood cells and 
reticulocytes occur normally. There are also other evidences of physi- 
ologic demands on the hematopoietic system. It is only when the numbers 
are excessive or when the increase appears beyond the third day that the 
process is considered pathologic. Again, it is only a question of degree 
in a fundamentally identical process. In fact, 1 case has been cited by 


79. Wiggers, Carl J.: Physiology in Health and Disease, Philadelphia, Lea & 
Febiger, 1934, p. 42. 
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Lippman,°*” in which there were 37.8 nucleated red cells per hundred 


white cells and yet no sign of prematurity or abnormality. It was 
considered a simple case of physiologic jaundice. 

4. The appearance of nucleated red cells in the blood, which has been 
shown to be normal at birth and more marked in the premature infant, 
has been known to occur in other conditions. I have given examples 


reference to its occurrence in congenital syphilis and even in congenital 
cardiac disease.*7 It may conceivably occur in other conditions. No data 
are available at the present time concerning the nucleated red cell count 
in other types of jaundice in the neonatal period. 

5. Authentic cases of the erythroblastosis type are on record as well 
as our own 2 cases of icterus gravis, of which it cannot be said that 
extensive extramedullary hematopoiesis was observed post mortem. 

6. Although one grants that congenital hydrops may show resem- 
blances to icterus gravis and icterus gravis to hemolytic anemia of the 
new-born, it is still not logical to say that the uniformally fatal first 
condition has the same etiology as the second, which is rarely fatal. 

7. The clinical symptoms associated in varying degrees with the 
three types of erythoblastosis are not in themselves primarily charac- 
teristic of any one condition. Anemia, pallor, edema and enlargement 
of the liver and spleen can be explained as results of the destruction of 
blood no matter what the cause is. The diagnosis of erythroblastosis 
rests on a histologic determination only. As yet too few autopsies in 
cases of jaundice in the new-born have been performed with the idea 
of erythroblastosis in mind to provide a basis for comparison 

8. By analogy, from the study of other diseases, one would logically 
expect a disease condition to be a perversion of a normal mechanism. 
One would expect icterus gravis to be a disturbance of or an increase 
in the severity of normal physiologic jaundice due simply to an increase 
in the hemolytic process. The more severe clinical picture of icterus 
gravis may be explained by the toxic effects of destroyed red blood 


cells, for which there is experimental evidence,” 


or by the secondary 
results of necrosis of the liver cells. 

9. The theory of Hampson of the presence in utero of an anti- 
hemolytic factor of maternal origin which prevents the appearance of 
jaundice accounts for the failure of infants to be born jaundiced. A 
temporary hepatic insufficiency of the young organism, which often 
hows immaturity of other organs, would account for physiologic 
jaundice. Greater hepatic inefficiency would account for the increase in 
jaundice commonly seen in premature infants. One step further, still 
‘rreater hepatic inefficiency would explain icterus gravis. 
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10. The theory that there is an antihemolytic factor lacking in the 
new-born has been the basis of successful therapy by the administration 
of serum or blood by transfusion in cases of erythroblastosis. 

11. Finally, there is good authority °° for the statement that extra- 
medullary hematopoietic foci function normally in the early months of 
postnatal life. It does not seem likely that what is considered a normal 
condition should be the basis for such protean conditions as congenital 
hydrops and icterus gravis. 

Leaving out of consideration the question as to whether the erythro- 
blastosis is primary and the hemolysis secondary or vice versa, one 
naturally wonders what initiates the erythroblastosis or the hemolysis. 
The idea that a toxin is responsible has been suggested because, patho- 
logically, there is necrosis of the liver cells and of the ganglion cells in 
the brain. How will that explain a familial basis for this disease? The 
possibly hereditary basis has never been investigated. Certainly this is 
not an unusual concept with diseases of the blood. One needs but pause 
to consider sickle cell anemia, with the peculiar property of sickling of 
the red cells ; congenital acholuric jaundice, with primary small red cells, 
or Cooley’s anemia, with its distribution among the races about the 
Mediterranean. If the cause of erythroblastosis is to be explained on a 
hereditary basis, how explain the apparently sporadic case? Of course, 
one may assume a mutation arising spontaneously in the germ cells. 
Work on the chemistry of the red blood cells, as outlined in a recent 
°° may shed additional light on the fundamental dlis- 
turbances in the red cells. 


lecture by Cooley, 


SUMMARY AND CONCLUSIONS 
[ report 6 cases of icterus gravis neonatorum, including 2 autopsies. 
These cases illustrate the following points, which have been ascribed 
to icterus gravis: (a) the familial as well as the sporadic form of the 
disease; (b) the early appearance of intense jaundice; (c) the rapid, 
dramatic development of alarming symptoms which lead to death within 
twenty-four hours; (d) a slower progression of the disease, with a cure 
by transfusion; (e) enlargement of the liver and spleen; (f) an increase 
in the number of nucleated red cells, as well as of the cells of the early 


leukocytic series; (g) the presence of bile in the urine; (4) a positive 
direct (immediate) van den Bergh reaction; (7) the postmortem finding 
of abundant hematopoietic foci in the liver, and (j) the therapeutic 
efficiency of blood serum given intramuscularly, as well as of blood 
administered by transfusion. On the other hand, I have shown that it 
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is possible to have icterus gravis without an increase in nucleated red 


cells and without hematopoietic foci anywhere except in the liver and 
the bone marrow. 

Every child born in a family in which there has been a previous 
death from icterus gravis should be treated as a potential patient, and 
blood should be given promptly. I have recorded, in case 3, the first 
instance known to us in which blood was given before the onset of 
jaundice to an infant in whom the condition was expected and in 
whom it apparently did not then develop. 

I include a summary of recent work on the mechanism of jaundice, 

The best classification based on the pediatric experience of my 
associates and me at the Jewish Hospital is proposed. 

The mechanism of and the blood findings in physiologic jaundice 
are given. 

Present theories regarding the nature of icterus gravis are discussed, 
and evidence is presented in favor of the idea that hemolysis is the 
primary disturbance and erythroblastosis a secondary phenomenon. 





News and Comment 


GENERAL 

May Day.—The Children’s Bureau of the United States Department of Labor 
has issued the following bulletin regarding May Day : 

“The Children’s Bureau sponsors May Day — Child Health Day activities at the 
request of the State and Provincial Health Authorities of North America and in 
accordance with the Congressional Resolution of May 18, 1928, authorizing the 
President to proclaim May Day as Child Health Day. 

“Slogan: Health protection for every child. 

“Objective: To promote the extension of year-round child-health services in 
every community, including services for physically handicapped 
children. 

“Leadership: State May Day chairmen will be appointed by State health officers 
to plan the State Child Health Day program and to arrange for the 
cooperation of organizations concerned with child health. 

State departments of education will be asked to cooperate by plan- 
ning and directing school Child Health Day programs. 

“Program: For community groups— (1) an evaluation of child-health services 
in the community based on a survey of existing child-health condi- 
tions and organization to promote child health, (2) the launching 
of new local child-health projects, and (3) exhibits or programs 
celebrating gains made. 

For children —as a climax for the year’s health program — festivals, 
athletic contests, programs, exhibits celebrating children’s growth, 
vigor, and safety from health hazards. 

State and local news stories, radio talks, and speeches. 

“Requests for information on State programs or for further material should 
be sent to May Day chairmen in State health departments.” 


PERSONAL 


Dr. Julian Graubarth, instructor in pediatrics at Tulane University of Louisiana 
School of Medicine, has been appointed physician in chief of the Jewish Children’s 
Home and the Isidor Newman School, New Orleans. Dr. Graubarth succeeded 
Dr. L. R. DeBuys, who resigned. 


CORRECTION 
? 


The following footnote was omitted from part 2 of the January 1937 issue 
of the AMERICAN JOURNAL OF DISEASES OF CHILDREN: 

The publication of this supplement has been made possible by a grant from 
the Abraham-Jacobi Memorial Fund. 
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Abstracts from Current Literature 


Anatomy and Physiology 


REFRACTORY PHASE IN THE SMALL INTESTINE OF THE GUINEA-PIG. HANS 
MENGEL, Monatschr. f. Kinderh. 65:88 (March) 1936. 


Mengel presents a number of tracings proving that electrical stimulation of 
the filled small intestine of a guinea-pig causes contraction of both the longitudinal 
and the ring musculature. It is impossible to study the contractions individually. 
During the peristalsis the longitudinal fiber becomes refractory to further galvanic 
stimulation. In the empty small intestine electrical stimulation causes chiefly 
contraction of the longitudinal fibers. In these contractions there is no refractory 
phase’ to either galvanic or faradic current. The tone of the longitudinal fibers 


. p ~ > 66, 9? © y ale “a @ 
does not come under the “all or none” law. GerstLEy, Chicago. 


CurvEs OF GASTRIC CONTENTS IN INFANTS. WILLIAM STEIMANN, Monatschr. f. 
Kinderh. 65:264 (April) 1936. 


Steimann studied the effects of certain stimulants such as caffeine and _ hista- 
mine by fractional removal of the gastric contents. Histamine produces twice as 
much acid as does caffeine. The gastric acidity increases gradually during the 
first year. In nutritional disease the gastric acidity diminishes, emptying is 
delayed, and the gastric juice is decreased. In dysentery conditions are variable 
and may be either normal or as in nutritional disease. In acidosis the gastric 
juice is highly acid. Severe anemias do not lead to anacidity. In 100 children no 


achylia was found. GerstLEy, Chicago 


Biochemistry; Bacteriology, and Pathology 


THe RELATIONSHIP OF ANTIANAPHYLAXIS TO ANTIBODY-BALANCE AND TO 
IMMUNITY. Marion C. Morris and J. BRONFENBRENNER, J. Bact. 31:62 
(Jan.) 1936. 


Morris and Bronfenbrenner feel that antianaphylaxis is not due to an excess 
of circulating antibody. This was shown by injecting additional antibody into 
the circulation of passively sensitized guinea-pigs shortly before injection of 
antigen. Such animals were not protected against anaphylactic shock to any 
greater extent than sensitized guinea-pigs given intravenous injections of normal 
serum before being tested with antigen. It required smaller amounts of antigen to 
kill guinea-pigs which had received additional antibody than to kill guinea-pigs 
which had not received additional antibody. 

The statement is also made that antianaphylaxis cannot be explained on the 
basis of a depletion of antibody, since desensitized guinea-pigs when resensitized 
fail to attain the same degree of reactivity as normal animals given the same 
amount of antibody. It was found that desensitization has no appreciable effect 
on the content of circulating antibody. Resistance of sensitized guinea-pigs to 
infection with virulent Friedlander bacilli, being dependent on the antibodies, 
was likewise shown to be unchanged by desensitization. The conclusions indicate 
that anaphylaxis and immunity are different manifestations of the same antigen- 
antibody reaction and that a state of antianaphylaxis is due to nonspecific changes 


and is independent of antibody balance. STOESSER, Minneapolis 
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Metabolism; Infant Feeding; Milk and Other Foods 


DETERMINATION OF EtHyt ALcoHot IN Bopy Fruips. Henry NeEwmMay, 
J. Pharmacol. & Exper. Therap. 56:278 (March) 19306. 
Newman describes a very simple and accurate method which any one with 
a little training in chemistry can carry out. It is accurate to 1.5 per cent in 
specimens containing as little as 1 mg. of alcohol. Pitcuer, Cleveland. 


INFLUENCE OF DreTARY RESTRICTION ON Bopy CONFIGURATION. H. BAkKwin, 
R. M. Bakwin and L. Mircram, Acta pediat. 18:305, 1936. 


Measurements of thirty-three external dimensions of the body were compared 
in two large groups of infants who were identical in economic status and racial 
origin (Caucasian). The members of one group received regular medical super 
vision; those of the second group were unsupervised. The former group numbered 
353 infants; the latter, 634 infants. Those infants whose development was super- 
vised grew in length and weight as well as supervised infants from a better 
economic environment. The growth of the unsupervised infants in both length and 
weight was delayed. Accompanying this delay, statistically reliable changes in 
body configuration occurred; these changes were of the sort which have been 
described as characterizing the linear type of body build. 

McCune, New York. 


DISTURBANCE OF THE FUNCTION OF THE CEREBRUM LASTING SEVERAL Days As 
THE RESULT OF SEVERE HypoGrycemia. C. E. RArHA, Acta pediat. 18:315, 
1936. 

The only common cerebral disturbance in diabetes mellitus is loss of conscious- 
ness, which may result either from severe ketosis or from insulin shock. Although 
the latter is ordinarily regarded as a benign complication of treatment, Priesel 
and Wagner stated that repeated attacks by hypoglycemia may lead to cerebral 
lesions and functional manifestations reminiscent of true epilepsy. Schleussing and 
Schumacher have reported the case of an 11 year old girl who exhibited symptoms 
of decerebration following a brief episode of diabetic coma, during which she was 
rendered repeatedly hypoglycemic by insulin therapy; the patient survived seventy- 
two days and then died. 

The case presented in the present paper is that of a 13 year old girl who had 
had diabetes for about six months and who was doing well on a free diet and 
64 units of insulin daily. On one occasion, because of an unforeseen reduction of 
her diet the usual quantity of insulin produced loss of consciousness. Through 
failure to recognize the hypoglycemic nature of the attack 120 units of insulin 
was given with therapeutic intent. Following this the child became deeply 
comatose, then crazed; clear consciousness was not recovered for five days, despite 
the fact that parenteral injections of dextrose and food taken by mouth caused 
the blood sugar content to return to normal within seven hours after the onset 
of the attack and to remain normal during the ensuing days. 

Raiha speculates briefly on the pathogenesis of such manifestations as this. 

McCune, New York. 


AN APPARATUS FOR DETERMINING THE EXCHANGE OF RESPIRATORY GASES IN 
PREMATURE AND FuLt-TeRM INFANTS. C. E, RAHA, Acta pediat. 18:453, 
1936. 

This description of an ingeniously designed and constructed respiration chamber 
cannot be abstracted with profit. The assembly preserves many of the fundamental 
principles of the Benedict closed chamber. The consumption of oxygen is meas- 
ured directly by means of a spirometer, as in the Regnault-Reiset apparatus. The 
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quantity of carbon dioxide produced is determined potentiometrically, using 
quinhydrone electrodes, by a modification of the technic described by Kauko. 
The accuracy of the latter determination is + 2 per cent. The chamber yields 
satisfactory respiratory quotients when tested with an alcohol flame. A _ point 
of peculiar advantage is that the temperature of the system is under thermostatic 
control and can be elevated as high as from 30 to 35 C., thereby permitting 
premature infants to be studied without danger of causing their body temperature 
to fall. The paper is illustrated with diagrams and a photograph 
McCune, New York. 


Vitamins; Avitaminoses 


STuDIES OF VITAMIN C ExcRETION AND SATURATION. J. B. YOUMANs, M. B. Cor- 
LETTE, J. H. AKERoyD and H. Frank, Am. J. M. Sc. 191:319 (March) 1936. 


It has been found that normal human subjects excrete significant amounts 
of vitamin C in the urine. The usual daily excretion was observed to be relatively 
constant (from 30 to 33 mg.). Well nourished normal subjects were found to 
behave as though they had appreciable reserve stores of the vitamin, for when 
the vitamin was temporarily withheld from their diet they continued to excrete 
it for a time at an almost steady rate. When a large dose of the vitamin was 
given, an increase in the urinary excretion was observed. The vitamin C content 
of the urine was determined by the use of Tillmans’ indicator, 2,6 dichlorophenol- 
indophenol, standardized every three days against a known solution of cevitamic 
acid. The microtechnic described by Harris and Rays (Lancet 1:71, 1935) was 
used, with few exceptions. Disregarding those persons in the supposedly normal 
group whose diet was found to be questionable and taking those whose diets 
appeared reasonably adequate, the investigators found the daily excretion of 
vitamin C to be in the neighborhood of from 20 to 80 mg., values which correspond 
fairly well to those of Harris and Ray. 

On this basis they tentatively adopted an excretion of 20 mg. per day as the 
lower normal limit of excretion in adults. 

Of fifteen subjects whose diets were suspected of being inadequate in vitamin C, 
twelve excreted less than 20 mg. of the vitamin in the urine daily. Of sixteen 
normal controls whose diets supposedly were adequate, eight also excreted less 
than 20 mg. In the latter group subsequent inquiry suggested, for one or another 
reason, that there was a limited intake of vitamin C among those with low daily 
excretion of the vitamin. Of the thirty-one subjects, twenty-one excreted but 
a very small part of a large test dose of the vitamin in the twenty-four hours 
during which it was administered, indicating an apparent retention of a large 
amount and suggesting that the amount stored in the body had been small. In 
general, the tests of saturation gave results corresponding to the amounts daily 
excreted and to the probable dietary intakes of the vitamin. I[n four normal 
subjects it was found that following saturation the urinary excretion of vitamin C 
quickly fell to a low level when the subject was kept on a vitamin C-free diet. On 
the usual diet the fall was nearly as great and as rapid. With the subjects on 
their usual diet or a vitamin C-free diet, saturation was quickly lost after the 
administration of vitamin C was stopped, resaturation tests at intervals of two 
or three days showing an apparent retention of as much as 25 per cent of a test 
dose. The administration of small but varied doses (25 to 100 mg.) of vitamin C 
to unsaturated subjects had little effect on the daily urinary excretion of the 
vitamin. With the subjects on a vitamin C-free diet, the amount of the vitamin 
excreted in the urine in any given period following saturation is usually much 
less than the amount required to resaturate. For the present, a daily urinary 
excretion of vitamin C of 20 mg. and an excretion of 30 per cent of a test dose 
(about 600 mg. in adults) are suggested as the lower limits of normal daily 
excretion and saturation, respectively. 

Comprehensive tables of the results are presented. Hensxe. Omahe. 
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CALCIUM AND PHospHorus Stupies: XII. Stx Years’ CLiInicAL EXPERIENCI 
WITH VIOSTEROL IN THE PREVENTION AND TREATMENT OF RICKETS, TETANY, 
AND ALLiep Diseases. D. H. SHELLING and K. B. Hopper, Bull. Johns 
Hopkins Hosp. 58:137 (March) 1936. 

In contrast with other investigators, Shelling and Hopper obtained practically, 
complete protection against rickets in 235 full term colored and 290 full term 
white infants with doses of viosterol in oil which varied between 5 and 2() 
drops daily. One drop of the preparation used contained 75 U.S.P. XI units or 
225 international units of vitamin D. On the basis of this experience they conclude 
that the average prophylactic dose of viosterol which is to be recommended for 
full term infants is 5 drops a day (1,125 international units) ; this is comparable 
with the 3 teaspoonfuls of cod liver oil (1,200 international units) recommended 
by Park, by Hess and by Eliot. With doses of viosterol which varied between 
5 and 20 drops a day 28 white premature infants were protected completely and 
28 colored premature infants were protected satisfactorily. It is suggested 
that premature infants should receive about 20 drops of viosterol daily during 
the first four or five months of life; then the dosage may safely be reduced to 5 
or 10 drops a day. In order to prevent nonrachitic osteoporosis, it is probably 
indicated that the diet of premature infants should be supplemented with dicalcium 
phosphate. The results of the administration of viosterol in twins and syphilitic 
infants were as gratifying as those obtained in premature infants. 

Viosterol in amounts from 10 to 60 drops daily was used in the treatment of 
134 patients with rickets of greatly varying severity. The average time for 
complete healing in the entire group was three months and three days; in 83.4 
per cent of the infants healing was complete within five months. In a few with 
excessively severe infantile rickets a considerably longer period of time was 
required ; in general, the time necessary for complete healing bore a closer relation 
to the original severity of the rickets than to the time at which treatment was 
instituted or to the dose of viosterol. It was found that healing could be accel- 
erated by insuring that the diets of the patients contained sufficient amounts of 
calcium and phosphorus. In late rickets, i. e., active rickets which persisted 
past the end of the second year of life, the therapeutic response to viosterol was 
frequently slower than in the infantile type; large doses, sometimes as much as 
from 40 to 60 drops daily, were found to be particularly valuable in insuring and 
accelerating healing. The authors have not encountered personally a single patient 
with late rickets who could not be cured by adequate treatment with viosterol. 
Before operative treatment of rachitic skeletal deformities the bones should be 
at least partially hardened in order to prevent recurrence of deformities during 
the course of treatment. An alternative but still experimental method of rectifying 
rachitic deformities consists in the production of therapeutic osteomalacia with 
strontium carbonate; the authors have employed this procedure successfully in 9 
cases. Viosterol is particularly useful in producing rapid healing of thoracic 
rickets, a condition which may jeopardize the life of the patient. 

The ephemeral effect of calcium therapy in alleviating the symptoms of infants 
with tetany can be rendered permanent if the administration of viosterol is com- 
menced a few days after the beginning of the treatment with calcium; in 21 
cases the serum caicium level had risen well above the level in tetany within 
ten days after the institution of viosterol therapy. In this respect the action of 
viosterol is much more rapid than that of comparable doses of cod liver oil. 

Viosterol is effective both in healing and in preventing the rickets of celiac 
disease. Since it augments the retention of phosphorus, it is contraindicated in 
renal rickets. Viosterol is to be used with caution in parathyroprival tetany and 
then only in conjunction with diets high in calcium and low in phosphorus. 
Experimental work with rats indicates that viosterol may increase the concen- 
tration of circulating lead in plumbism; when it is desired to deposit lead in the 
bones viosterol should be used cautiously and always with a diet high in phos- 
phorus. Deleading is more safely accomplished by means of a diet high in 
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phosphorus and low in calcium without viosterol. For obvious reasons viosterol 
js ineffective in all of the numerous forms of achondroplasia which bear a super- 
ficial resemblance to rickets. 

Information is entirely lacking concerning the fatal dose of viosterol for human 
beings. The poisonings which were reported earlier in conjunction with the 
use of vigantol were probably due to the mode of preparation, which resulted in 
a large admixture of “substance 248,” or toxisterol. In their total experience 
the authors have encountered neither clinical nor anatomic evidence of injury to a 
single patient as the result of an overdose of viosterol. 

In conclusion, it is denied that viosterol is only one-fourth as potent as cod 
liver oil; the comparative clinical efficiency of the two sources of vitamin D in 
terms of rat units is closer to 1:1. 

A useful bibliography is appended. It is to be regretted that the influence of 
viosterol in preventing craniotabes does not come up for discussion 


McCune, New York. 


SELECTIVELY IRRADIATED ErGosTeRoL. T. H. Riper, Georce Spertr, G. P. Goove 
and H. G. Cassipy, J. A. M. A. 106:452 (Feb. 8) 1936. 


The literature reveals that the clinical potencies of preparations of irradiated 
ergosterol are not as great as one would expect from comparative assays on rats 
of these products and cod liver oil. This finding may be due to the fact that irradia- 
tion of ergosterol with the full ultraviolet of the quartz mercury are produces a 
multiplicity of products some of which are known to be inactive physiologically 
and others to be toxic without appreciable antirachitic activity. Wéith a properly 
selected range of wavelengths ergosterol may be transformed almost completely 
into a fraction of high antirachitic activity free from degradative products. There 
is now available a product of selective irradiation which is a vegetable oil solution 
of the antirachitic factor, the potency of which has been adjusted to 10,000 
U. S. P. X (Revised 1934) units per gram. Until clinical studies are made to 
establish the optimum dosage of this preparation—viosterol in oil, Sperti process— 


1 


it is recommended that the doses advocated in “New and Nonofficial Remedies” be 


used. 30NAR, Salt Lake City. 


Reports ON BIOLOGICAL STANDARDS: IV, THE STANDARDIZATION AND ESTIMATION 
oF VirAMIN A. E. MaArGArET Hume and Harriette Cuick, Medical 
Research Council, Special Report Series, no. 202, London, His Majesty’s 
Stationery Office, 1935. 

The first international conference for the standardization of vitamins, which 
was held in 1931, adopted a provisional standard for vitamin A “in terms of the 
biological activity of a sample of carotene.” The belief that the standard could 
be improved was borne out when different investigators isolated several isomeric 
forms of carotene, including beta carotene. Furthermore, the crystalline carotene 
was found to be difficult to work with, and research was directed toward finding a 
proper solvent. The second international conference, held in 1934, adopted a solu- 
tion of pure beta carotene as the permanent standard in terms of which units of 
vitamin A were in the future to be expressed. 

The Medical Research Council and the Lister Institute jointly appointed a 
special subcommittee of the Accessory Food Factors Committee, and it was this 
team which did a great deal of the research on the standardization of vitamin A. 
Some of the researches were of minor, others of great, importance, and it was 
thought best to publish these investigations collectively as a record useful and 
important to experts in this field. Some of the reports have been published 
separately. 

The forty-three page report deals with carotene as the international standard 

r vitamin A, proper oils as solvents and the relation of pure beta carotene to 
carotene; the spectrophotometric method of estimating vitamin A as compared 
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with the biologic assay, and the use of cod liver oil (U.S.P.X) as a subsidiary 
international standard for vitamin A. There is an appendix containing various 
protocols and the report of the second international conference on vitamin 


standardization. Suaw, Evanston, IIL 


THE VITAMIN A AND D ConTENT OF THE LIVER OF NEWBORN INFANTS. K. U, 

ToveruD and F. Enper, Acta pediat. 18:174, 1935. 

The senior author has published previous reports bearing on the increased 
maternal demand for calcium, phosphorus and iron during pregnancy. This paper 
is the second of a series which deals with the economy of the vitamins during 
child-bearing; the first contribution dealt with vitamin C. Specifically, the prob- 
lem to be solved in the present work was whether the diet of the mother during 
pregnancy influences the amount of vitamin A and vitamin D present in the 
newly born infant. 

Experiments on animals have shown that the reserve supply of vitamin A is 
conserved principally in the liver; the same condition is assumed to exist in human 
beings. The authors measured the concentration of vitamin A in the livers of 
ninety-seven newly born infants who died in the obstetric department of the 
University of Norway; the determinations were made by the British Pharma- 
copoeia commission's modification of the antimony trichloride method; following 
accepted precedent, the concentration of vitamin A was expressed in “blue units.” 
The concentration of carotene was measured in a Lovibond tintometer by refer- 
ence to a standard made of yellow glass. Since carotene also forms a blue color 
with antimony trichoride, it was occasionally necessary to apply a small correction 
for the presence of this substance to the values found for vitamin A. The con- 
centration of vitamin A in the livers of the infants, expressed in numbers of units 
per gram of fresh liver tissue, ranged from 0.2 to 517 blue units. The lowest values 
were met with in the livers of those infants whose mothers had drunk the least 
milk and eaten the least vegetables during pregnancy; the highest concentrations 
were present in those whose mothers’ diet had included ample quantities of these 
foodstuffs. There was no correlation between the degree of maturity of the 
infant and the concentration of vitamin A present in the liver at birth; actually, 
probably as the result of chance, the livers of premature and immature infants 
contained slightly more vitamin A than did the livers of full term infants. The 
values obtained for these Scandinavian infants were decidedly lower than those 
reported by Wolff, who found an average concentration of 73 blue units per gram 
of fresh liver for newly born Dutch infants. For comparison, Wolff’s normal 
average value for adults was 245 blue units; Moore obtained a normal value of 
235 blue units for adults in England. 

The livers of forty-four newly born infants were examined for their content 
of vitamin D. A biologic method was used, namely, the ability of extract of 
the livers to produce healing of rickets in rats. Of the forty-four infants, twenty- 
four failed to show detectable amounts of vitamin D in the liver by this method. 
This is somewhat surprising, even though it is well recognized that the diet of 
Norwegian mothers is lamentably deficient in vitamin D. The livers of fifteen 
infants exhibited minimal concentrations of vitamin D; the livers of five showed 
from small to moderate amounts. The concentration of vitamin D was in direct 
relation to the amount of milk, eggs and, in one case, cod liver oil, which the 
mother had received during pregnancy. The fetal age of the infant exerted no 
influence on the concentration of vitamin D present in the liver. 


McCune, New York. 


Stupres oF Hypoviraminosis A: I. QUANTITATIVE INVESTIGATIONS OF THE 
RESORPTION OF VITAMIN A IN A CASE OF CELIAC DISEASE. C. FRIDERICHSEN, 
Acta pediat. 18:377, 1936. 

The biologic, colorimetric and spectrometric methods of measuring the con- 
centration of vitamin A do not fully meet clinical requirements; quantitative 
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estimation of the degree of hemeralopia presented by patients suffering from lack 
of vitamin A has proved to be a valuable practical means of determining the 
severity of the vitamin deficiency. With the assistance of C. Edmund, Friderichsen 
has elaborated a technic for measuring the extent of the loss of power of adapta- 
tion to darkness which eliminates the need of cooperation on the part of the 
patient; hence it is applicable to infants and young children. It consists in 
determining the minimum quantity of light which will produce an oculomotor 
reflex in patients who have been confined for some time in total darkness. The 
precise details of the test will be published in a forthcoming issue of Acta 
pediatrica. 

The method of examination was applied to a 7 month old infant with celiac 
disease. During the early stages of the illness the power of accommodation to 
darkness remained pathologically low despite the administration of a diet rich 
in carotene, which also contained a considerable amount of fat. No improvement 
was obtained when the patient was given for two weeks daily about 11,000 units 
of vitamin A in concentrated form. Striking clinical improvement and rapid 
recovery of normal power of adaptation to darkness were noted when the infant 
was given 500 Gm. of human milk daily. At the same time certain hyper- 
keratotic lesions which had developed during the illness disappeared promptly. 

Friderichsen concludes that the vitamin A contained in human milk is more 
readily absorbed than that derived from other natural sources and from artificial 
SOUrCES. McCune, New York. 


EXPERIMENTAL RESEARCHES INTO THE INFLUENCE OF FREEZING ON THE VITAMIN 
C ConTeENT OF ORANGE JUICE AND Mix. K. LILLeenceN, Acta pediat. 18: 
392, 1936. 

This is an account of a carefully conducted study of the effect of freezing on 
the vitamin C content of orange juice and milk as measured by the therapeutic 
properties of both fluids. The guinea-pig was used as the test animal; healing 
was determined by means of extensive histologic studies of the jawbone and teeth. 
The paper is amply illustrated by reproductions of microscopic sections 

By freezing and storing fresh orange juice and fresh unskimmed winter milk 
at —30 F. for about four weeks the biologic effect of the vitamin C in orange juice 
was decreased by somewhat less than a third and that of the vitamin C in milk by 
about a third. McCune. New York. 


Hygiene; Growth and Nutrition; Public Health 
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MEASURES RECOMMENDED FOR THE PREVENTION OF EXTERNAL AND INTERNAL CON- 
TAMINATION IN CHILDREN’S HospiTats. I. Huster, Bull. Assoc. internat. de 
pédiat. prevent., 1935, p. 29. 

The prophylaxis of contagious disease inside the building is a crucial problem 
of every children’s hospital. This prophylaxis is automatically assured by proper 
planning of the hospital, but it also depends on a carefully thought out and adapted 
technic of prophylaxis to be observed by both physicians and the nursing staff. 

Infections occurring in a hospital may be divided into four groups according to 
the chief mode of transmission inside the hospital. 

1. Infections by way of the digestive tract. The principal ones of these are 
typhoid, paratyphoid and dysentery. The common measures of hygiene have almost 
abolished these diseases, apart from some unexplained dysenteric manifestations 
occurring in wards for infants. 

2. Contact infections, direct or indirect: erysipelas, gonorrhea, syphilis. Gonor- 
rhea is particularly troublesome and is much more frequent as an infection in 
hospitals than is generally believed. The transmission of syphilis is almost unknown 


today. 
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3. Short distance infections. These are transmitted directly from child to child 
by droplets (whooping cough, diphtheria, scarlet fever, tuberculosis, various forms 
of influenza, quinsy and mumps). In these cases practical arrangement of the 
wards is very useful. 

4. Long distance infections: measles, chickenpox, certain forms of influenza. 
These diseases create the greatest difficulties in hospitals. 

General Prophylaxis——The first step in hospital asepsis was made by Rauchfuss, 
who separated the different categories of infectious diseases. This separation must 
be carried out with the utmost strictness, and any slackening of the rule, such as 
that proposed by Schlossmann, must be looked on as a step backward. Separation 
alone is not enough to prevent a catastrophe when centers of infection have been 
formed. A further step is then necessary—the system of large wards must yield 
to one of small wards containing a limited number of beds, and large services must 
be split into a number of service units (Hutinel, Grancher and others) ; systematic 
isolation in individual cells should be deprecated. A third step is the establishment 
of a system of quarantine; this has its disadvantages, as it entails many complica- 
tions, such as the duplication of all services and the moving of patients. This 
system can be modified by introducing localized quarantine within the unit, as 
practiced by Wieland and Husler. 

The terrace system of building is not enough to prevent infection. Considerable 
risk is always caused by the admission center and the outpatient department. Pro- 
tective measures concern chiefly the layout of the building and the staff. The 
problem of the outpatient departments has been usefully treated by Bessau. 

Strict rules limiting the number of visits are absolutely essential, as are constant 
supervision of the staff, active and passive prophylaxis of all sneezing and coughing 
and an annual examination of the staff, particularly with regard to pulmonary 
trouble (roentgenologic or roentgenographic). Other measures are the raising of 
the minimum age for the admission of candidates for nursing and the compulsory 
isolation of all staff members who are not feeling well. As to the spreading of 
bacilli by healthy carriers and its prevention, strict application of general pre- 
cautions is more to be recommended than any specific antibacillus campaign (such 
as the wearing of masks in case of need, and placing muslin curtains over the 
cots). Sliding panels are unreliable. Ventilation is important, especially the 
avoidance of strong currents of air (experiments in ventilation were carried on 
by Dzialoskzynski, and their application is given). 

The formation of centers of infection owing to the “virulizaton” of the germs 
and their transmission by healthy persons are doubtless important, but this ques- 
tion has not yet been sufficiently studied. 

Specific Prophylaxis—Erysipelas: All persons suffering from this extremely 
contagious and serious disease must be immediately forbidden any contact what- 
ever with babies and small children; they must be isolated in a room specially 
reserved for their use. In treating such patients india rubber gloves must be worn. 

Gonorrhea: Measures for the control of this disease are constant inspection 
of body linen and of bedding and provision of individual bath and toilet articles, 
separate thermometers, and closed drawers for the girls. Isolation of all patients 
suspected of having this disease is necessary. India rubber gloves should be worn. 

Diphtheria: Passive protection should be provided for children exposed to the 
risk of infection; bacteriologic inspection should be made to prevent late contagion, 
and, according to Schick, eventually separation of convalescent patients in different 
stages should be made. 

Scarlet Fever: This disease may be controlled by sufficiently protracted isola- 
tion, “fresh air quarantine” for all children sent home to prevent return of infection 
and, according to Pospischill and Weiss, separation of convalescents in different 
stages. 

Whooping Cough: First and foremost, the patient must be protected against 
other infections. 
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Tuberculosis: Necessary measures include the strict separation of patients in 
whom the condition is active and the isolation of children under 4 years old who 
react positively and negatively to tuberculin. 

Measles: Besides general measures of isolation and prophylaxis, a supply of 
convalescent serum is necessary. 

Chickenpox: Great difficulties are presented by this disease. Husler recom- 
mends the system of prophylaxis proposed by Birk (boxes, masks, careful ventila- 
tion of the wards, etc.). 

Strict prophylaxis inside the hospital prevents transmission of infection so far 
as it abolishes serious risk of contagion. The avoidance of all dissemination and 
multiplication of germs is impossible, however. Amesse. Denver. 


VACATION COLONIES IN THE Low Countries. A. A. Koopat, Bull. Assoc. internat. 

de pediat. prevent. 3:8, 1935. 

In 1876 a Swiss clergyman, the Rev. W. Bion, started the first holiday camps. 
This example was followed by many countries, among them Netherlands, in 1883. 
It was only in the early part of the twentieth century, after the foundation of the 
“Centraal Genootschap voor Kinderherstellingsen Vacantiekolonies” that the number 
of holiday camps in Netherlands increased rapidly. 

In 1907 and in 1909 Professor G. Scheltema, of Groningen, laid down certain 
essential principles that acknowledged the existence of fundamental problems in 
adolescence. The name holiday camp has gradually been changed to health camp, 
and it became customary to distinguish two kinds: (1) that which implies the com- 
mon group treatment during five or six weeks, and (2) that which implies more 
individual care for at least two months. 

After 1920 a state survey of holiday camps was carried out, and committees 
for the selection of children were established in the four largest cities; a central 
committee for this purpose was constituted at the Hague. 

Research was done by Professor Scheltema and Professor Gorter in 1924, 1925 
and 1926. A committee of the health council was set up in 1925. In 1929 the state 
medical inspectors drew up a list of pros and cons, with reasons, if any, for 
temporary postponement, and this allowed the responsible doctor to improve his 
diagnosis and to give his findings on a special chart. 

One must distinguish between treatment at the seaside and that in the woods, 
and between that in summer and that in winter. The latter is of importance 
financially and in connection with increased state subsides; its significance and 
extent have greatly increased in recent years. 

More than half the children (boys 55 per cent and girls 65 per cent) sent out 
are in poor health. It must be observed that nervous children (boys 18 per cent 
and girls 8 per cent) are better off in the woods, whereas children with rickets, 
asthma and surgical tuberculosis should be sent to the seaside. As a rule sea 
air agrees with delicate children. The effect of the North Sea climate in the 
Netherlands tallies with the description by Haeberlin, Baudoin and Delcourt 
regarding the Belgian climate. Children may be sent to camp at any age from 
5 to 15 years; there are also resorts for toddlers under 5, and recently camps have 
been started especially for the feebleminded and physically defectiv 

Life in the camps is governed by (1) exercise of various kinds (walking, games 
and gymnastics, led by experts if possible); (2) nourishing food and rest (rest 
halls, dormitories). It has been found necessary to train special nurses. Such 
training has been given since 1932 with official support. 

Results obtained during residence are satisfactory. Attention is paid to increase 
in height and weight, general improvement of health, increase of percentage 
of blood corpuscles, increase of muscular power and local deviations. For a number 
of children a second period is desirable. An additional period of residence is 
necessary for many, as is shown by medical examination three hs after their 
return home. 


nt 





586 AMERICAN JOURNAL OF DISEASES OF CHILDREN 


The value of the social and medical work done in these health camps is 
universally appreciated and is a contribution to the object in view: Principiis 
; 
obsta: AMESSE, Denver. 


THE ORGANIZATION OF THE BATTLE AGAINST DISEASES DUE TO INTESTINAL PaAra- 
SITES AMONG THE PopuLatTion oF U.S. S. R. K. S. ScriaBine, Progrés méd., 
Sept. 12, 1936, p. 1417. 

This is a rather long article describing first the recognition of the importance 
of a variety of intestinal worms and stressing the ease with which infection spreads 
when there is no medical supervision. In combating this spread and in curing those 
already subject to helminthiasis, central stations have been established throughout 
Russia. Instruction is given in individual care to prevent spreading and reinfection, 
and strict sanitary supervision is being instituted. Lesuie, Evanston, II. 


’ 


A Discussion oF “ANEUTROPHIA.” PEDRO DE ALCANTARA, J. de pediat., Rio de 

Janeiro 2:389 (Oct.) 1935. 

This is a chapter from Dr. Alcantara’s book entitled “An Introduction to the 
Physiology of Nutrition in Infancy.” He has coined the word aneutrophia as 
being the exact opposite of neutrophia, which means a normal state. The physio- 
logic processes of the child with aneutrophia are the opposite of normal, and this 
should be recognized, so that he will be treated accordingly. 

SANForD, Chicago. 


Causes oF Earty Mortarity. Otro Saxt, Monatschr. f. Kinderh. 64:136 (Dec.) 

1935. 

In Prague the mortality among young infants decreased steadily from 1925 
to 1932. From that time on there has been a slight increase. This curve parallels 
that for the general mortality. The general mortality and the early mortality 
of infants as well as the number of stillborn infants depend on social factors. The 
number of stillborn infants increases in proportion to the size of the community 
up to cities of 100,000, after which it begins to sink. The medical factors affecting 
stillbirth are debility, injury at birth, syphilis, obstetric operations and asphyxia. 

When stillborn infants and those who die during the first month are included, 
debility heads the list of etiologic factors. Then follow asphyxia, injury at birth, 
syphilis and obstetric operations. GerstLEy, Chicago. 


Prematurity and Congenital Deformities 


FortTaAL DeatH. C. A. C. Leccett, M. J. Australia 1:288 (Feb. 29) 1936. 

Leggett reviews the causes of antenatal and neonatal death and concludes that 
the most promising lines of attack in reducing neonatal mortality are those directed 
to complications of labor, syphilis and toxemias of pregnancy 


TENNEY, Madison, Wis. 


IMPERFORATE ANUS WITH URETERORECTAL FIsTuLA. E. CABANES, Nourrisson 24: 
158 (May) 1936. 
A case is described in which an anal opening was established in the perineum 
by operation; the fistula was still present when the baby was 10 months of age. 


McC Let_anp, Cleveland. 


PTERYGIUM COoLLI CONGENITUM ET ELEPHANTIASIS CONGENITA. V. RANTASALO, 
Acta pediat. 18:368, 1936. 


A 9 month old infant exhibited multiple congenital anomalies. Of these, the 
most conspicuous were bilateral folds of the skin of the neck, which extended 





> ARA- 
méd., 


tance 
reads 
those 
rhout 
‘tion, 


I. 
O de 


» the 
a as 
yS10- 


this 


dec.) 


1925 
llels 
lity 
The 
nity 
ting 
Xia. 
led, 
rth, 


ABSTRACTS FROM CURRENT LITERATURI 587 


irom the mastoid process: to the acromion, and pitting edema of both lower 
extremities, more marked distally than proximally. In addition, there was a defect 
of the development of hair over both parietal regions; the right ear was larger 
than the left; the liver and spleen were enlarged. Both parents were healthy; no 
history could be obtained of the occurrence of similar deformities in other members 
of the family. 

The classification and causes of such anomalies are discussed, and a brief but 
useful bibliography is appended. McCune. New York. 


A CASE OF CONGENITAL HEMIHYPERTROPHY. J. WALLIN, Acta pediat. 18:503, 
1936. 


At birth the left side of the infant’s body was larger than the right; the 
asymmetry was particularly conspicuous in the extremities. Slight bluish dis- 
coloration was present about the left shoulder. The condition remained essentially 
unaltered during the period of observation, which extended through the fifth year 
of life. Biopsy of the skin and subcutaneous tissue of the left arm at 10 months 
of age prompted a histologic diagnosis of lymphangioma. Roentgen therapy was 
found to be ineffectual. Following an unsuccessful attempt at plastic repair of the 
leit hand, sudden accumulation of fluid necessitated paracentesis of the skin in order 
to prevent the wound from breaking open. The fluid which was obtained was 
blood tinged and serous. The protein concentration was not determined. At 5 
years of age the tissues of the left side of the body were swollen, firm and tense; 
the superficial veins were prominent. Roentgenographic examination revealed 
that the maturation of the skeleton had occurred in a symmetrical manner. 

Aschoff recognizes two types of congenital hypertrophy: The first is local 
gigantism in which all parts of the affected region are involved proportionately ; 
the second is congenital elephantiasis, which consists of unequal overgrowth of 
certain structures of the enlarged member. The most common varieties are: 
elephantiasis fibrosa, lipomatosa, angiomatosa, lymphangiomatosa and neuromatosa. 
It is customary to differentiate this condition from congenital lymphangiectatic 
edema and congenital elephantiasis as well as hereditary elephantiasis, or Milroy’s 
disease. Certain forms occur in which the pathologic fractures are complicated 
by the presence of diffuse or localized changes of the subcutaneous connective 
tissue, telangiectases, nevi, lymphangiectasis and lymph cysts. Elephantiasis may 
be produced by the stasis which results from amniotic adhesions. The prognosis 
for the various types is different. The case reported here fits best into the category 
of congenital elephantiasis. There is a useful bibliography. 

McCune, New York. 


New-Born 


RESUSCITATION OF THE NEW-Born. J. F. McGratu and Kk. k » Ja Aa MA 


106:885 (March 14) 1936. 


Many babies are believed to have been lost because of the lack of adequate 
treatment of asphyxia neonatorum. Many institutions have no standardized method 
of treating this condition, and even modern textbooks describe many measures 
formerly in use which are now untenable in competent practicé The authors 
advocate intubation by direct exposure and intratracheal insufflation of 10 per cent 
carbon dioxide and 90 per cent oxygen under measured pressure—a method 


developed by Flagg. Bonar, Salt Lake City. 


OBSTETRIC INJURIES TO THE ARMS. P. Mutter, Nourrisson 24:154 (May) 1936. 


Under this title are described fractures of the clavicle and humerus and brachial 
palsies occurring in 13,451 deliveries extending over a period of ten years. Frac- 
ture of the clavicle was observed only three times, fracture of the humerus six 


times and obstetric paralysis only twice. McCLeLLANpb, Cleveland 





588 AMERICAN JOURNAL OF DISEASES OF CHILDREN 


Icterus NEONATORUM Gravis. IF. THoenes, Monatschr. f. Kinderh. 65:225 
(April) 1936. 

Thoenes reports three cases of icterus neonatorum gravis in one family. Hi 
made the diagnoses clinically and uses the cases to show that none of the classi: 
signs, such as erythroblastosis, changes in the blood picture, large liver and spleen 
petechiae and even biliuria, are infallible. He believes the condition can exist 
without true kernicterus and presents some evidence that the disease is transmitted 

xh > fathe ete ae 
through the father. GerstLey, Chicago. 


On THE BirtH oF ABNORMALLY BiG CHILDREN. T. Kern, Acta obst. et gynec 

Scandinav. 16:189, 1936. 

A study of the puerperium in 228 deliveries in which the birth weight of each 
infant exceeded 4,500 Gm. (0.92 per cent of 24,644 births) discloses that pregnancy 
was protracted in 52.6 per cent, that a preponderance of the infants were boys 
(67.5 per cent) and that increased fetal weights were associated with multiparity, 
increase in age and higher than average weight in the mother. 

Operative intervention during delivery was necessary in 19.3 per cent; hemor- 
rhage of more than 500 cc. occurred in 24.1 per cent (normal 4.9 per cent). 

The death rate among the children was 14.9 per cent. 

Prophylaxis consists in inducing parturition when the fetus has attained a 
normal birth weight. Apair and Porter, Chicago. 


Eriotocic Facrors 1N NEONATAL MortArity, WItH SPECIAL REFERENCE TO 

CEREBRAL HEMORRHAGE. K. U. Toverup, Acta pediat. 18:249, 1936. 

Statistics from many countries support the generalization that from 50 to 60 
per cent of all infants who die during the first year of life succumb within the 
first thirty days after birth. In order to effect further reduction of the death 
rate among infants under 1 year of age it will be necessary to concentrate atten- 
tion and effort on this fateful month. 

During the decennium between 1924 and 1933, autopsies were performed in the 
department of pathology of the University of Norway on 953 newly born infants. 
Of these, 534 were born prematurely and 419 at term; 587 were born dead and 
366 alive. The causes of death when determinable were as follows: cerebral 
hemorrhage, 38.8 per cent; congenital malformations, 5.1 per cent; congenital 
syphilis, 1.3 per cent; pneumonia, 1.6 per cent. Other causes, such as melena 
neonatorum, adrenal hemorrhage, subcapsular hemorrhage of the liver, hemothorax, 
sepsis, peritonitis and ileus, considered individually, represented less than 1 per 
cent of the fatalities. In 51.4 per cent of the cases the pathologic observations 
did not account for death, although scattered subserous hemorrhages were fre- 
quently present. 

The importance of intracranial and intraspinal hemorrhage in newly born 
infants is being accorded increasing attention; such hemorrhages are usually 
ascribed to mechanical causes or to alterations in the coagulability of the blood. 
In the present series 57.3 per cent of the patients who exhibited bleeding which 
affected the central neryous system were premature infants; in the majority of 
the cases delivery had not been difficult, prolonged or precipitate; in 2.7 per cent 
of the cases the infant had been born by cesarean section. Furthermore, the 
observation was made that about 80 per cent of the mothers of infants who had 
hemorrhage exhibited some sort of pathologic complication of pregnancy. In 
10 of 56 autopsies which Toverud scrutinized with especial care there was evidence 
to indicate that the bleeding had occurred before delivery began; in a number 
of these cases ecchymoses were present in the tooth buds. Histologically these 
hemorrhages resembled those found in scurvy. In 7 cases of hemorrhage in the 
tooth buds the concentration of vitamin C in the liver was so low as to indicate 


the presence of latent scurvy. 
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newly born 


The importance of physical trauma in producing hemorrhage in t 
the 


fant cannot be denied; however, the health of the mother as it affects 
physical integrity of the fetus must be given due consideration 
McCune, New York. 


RYTHROBLASTOSIS NEONATORUM ‘TEMPORARIA; CONGENITAL ERY ,OBLASTOSIS 
WitTHout Hyprops, IcrERUS oR ANEMIA. L. SALOMONSEN, Acta pediat 
18:357, 1936. 

There is a growing tendency to classify congenital hydrops, 
neonatorum and congenital anemia of the newly born in the 
category and to regard them as different manifestations of the same fetal morbid 
entity. Concerning the cause little is known. Aspects of the disease which are 
of greater fundamental import than the foregoing triad are: erythroblastosis, 
erythroleukoblastosis, splenomegaly, active extramedullary hematopoiesis and 
hyperplasia of the bone marrow. One of the most cogent reasons for believing 
that congenital hydrops, icterus gravis and congenital anemia are in some way 
or other closely related is that they have been observed to occur serially, although 
in varying sequence, in successive infants born of the same mother. According 
to von Gierke, the common feature of all cases is erythroleukoblastosis, which 
is defined as the presence of embryonal blood cells in the peripheral circulation. 
If this concept is true, one might expect to encounter examples of the disease in 
which erythroblastosis would be the sole or predominating manifestation. 

Salomonsen realized this expectation. He reports the cases of two newly born 
infants who exhibited thick, puffy skin, conspicuous enlargement of the liver and 
marked erythroblastosis during the first few days of life. In one se the spleen 
was greatly enlarged; in the other there was transient jaundice. In neither case 
was anemia present. The mother of one patient had suffered two miscarriages 
and had been delivered of one macerated fetus. Both children survived, the 
one after a small transfusion, the other without treatment. Although no identical 
cases have been published, one of the members of a family reported by de Lange 
as showing icterus gravis manifested significant but transient erythroblastosis. 

Salomonsen expresses agreement with Lehndorff that general edema is to be 
regarded as a more severe expression of the operation of the same cause which 
when it affects the fetus later or less intensely produces icterus gravis or con- 
genital anemia. Arguments are drawn by analogy from a form of transmissible 
erythroblastosis which occurs in chickens. McCune, New York. 


terus gravis 


same etiologic 


ANEMIA NEONATORUM. BENT ANDERSEN, Hospitalstid. 79:657 (June 16) 1936. 


Andersen describes in detail a case of anemia neonatorum (primary anemia of 


idition to con- 


the new-born). He discusses the possible relationship of this 
nd pathogenesis 


genital hydrops and icterus gravis, pointing out that the etiology a 
still are not well understood. ELGHAM) Chicago 


Acute Contagious Diseases 
CAUSES OF DEATH IN DIPHTHERIA AND THEIR PREVENTION. Hoyne, Am. 
J. M. Sc. 191:271 (Feb.) 1936. 


When the diphtheria membrane is located within or below the 
theria antitoxin alone will seldom save the patient. Usually 
tracheotomy is required. Although there is no absolute method for preventing 
ronchopneumonia in diphtheria, the frequency of this complication can be held 

a minimum if minute attention is paid to maintaining the cleanliness of the 
hands and instruments when performing intubations, and if correct methods of 
eding are followed for patients wearing intubation tubes. Diphtheritic myo- 


larynx, diph- 
intubation or 
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carditis can often be prevented by the use of a 10 per cent solution of dextrose intra 
venously, provided this treatment is begun sufficiently early and continued daily 
for a sufficient length of time. 

The causes of death from diphtheria fall into three classes: (1) asphyxia, 
< C c o Ss Mia). i as pearl 
(2) bronchopneumonia and (3) myocarditis (toxemia) HENSKE, Omaha. 


ENCEPHALOMYELITIS FOLLOWING GERMAN MEASLES. H. Houston Merritt and 

Yate D. Kosxorr, Am. J. M. Sc. 191:690 (May) 1936. 

Four cases of encephalomyelitis following rubella are reported, and the litera- 
ture pertaining to this subject is reviewed. A table of data of seven previousl) 
reported cases and of these four is presented, covering signs and symptoms. These 
cases are compared with those occurring after measles (morbilli). 

HENSKE, Omaha. 


A Firtu YEAR'S OBSERVATION ON MALARIA IN PANAMA, WITH REFERENCE TO THE 
FAILURE OF ATABRINE TO CONTROL THE Epipemic. W. H. Komp and H. C. 
CiarkK, Am. J. Trop. Med. 16:109 (March) 1936. 

Komp and Clark review their work during the fifth year of a study of malaria 
in Panama. They were unable, by employing various methods in which quinine, 
atabrine and plasmochin were used, to check or prevent the development of 
epidemics of malaria. 

They state that their experience with malaria in Panama has caused them to 
abandon the methods used in the past, the attempts to reduce the incidence of 
malaria by treatment directed against malaria in children and adolescent patients. 
They believe that this has done more harm than good, as it tends to disturb or 
destroy the natural immunity that may be built up by repeated infections in child- 
hood. In all the clinical cases, however, the patient is actively treated. 


Burpee, Augusta, Ga. 


CiinicaL Aspects OF POoLIOMYELITIS. Harry LowrENxpurc, Arch. Pediat. 52: 
721 (Nov.) 1935. 
This review of the well known facts concerning the symptoms, diagnosis and 
treatment of poliomyelitis is not abstracted. Wappett Jr., University, Va. 


Epmemic MeninGcococcus MENINGITIS: AN ANALYSIS CF TWENTY-SIx CASES, 
TWENTY-ONE OF WHICH OcCURRED IN THE SPRING OF 1935. WHuL.riAm S. 
TiLttett and THomMaAs McPuerson Brown, Bull. Johns Hopkins Hosp. 57:297 
(Nov.) 1935. 

The number of cases is small. There appeared to be three well defined types 
of onset: (1) mild infection of the upper respiratory tract of from one to three 
weeks’ duration before evidence of meningitis appeared. (2) Onset initiated by 
symptoms referable to the upper respiratory tract, but differing from the first 
type in that it was more severe and the time between the first symptoms and 
the meningitis was only a few days. (3) Sudden and sometimes explosive onset, 
with symptoms directly and primarily referable to meningitis but with no history 
of any preceding infection in the nose or throat. 

Among extrameningeal complications epididymitis occurred in two patients 
(0.9 per cent). 

Early in the treatment serum was administered both intravenously and intra- 
spinally at six hour intervals. Later in the course treatment was determined by 
the condition of the patient and by laboratory examination. Only one of the 
patients died, but the series is too small to justify any conclusions as to the 


treatment. LyttLe, New York. 
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[HE EXPERIMENTAL PRODUCTION OF WHOOPING COUGH IN CHIMPANZEES. ARNOLD 
R. Ricu, Perrin H. Lone, J. Howarp Brown, ELeEANor A. Biss and L. 
Emmett Hort Jr., Bull. Johns Hopkins Hosp. 58:286 (April) 1930. 


Zecause of the unsatisfactory results of inoculation of animals with cultures 
of the Bordet-Gengou bacillus and because anatomic changes found in patients with 
pertussis suggest virus disease, the authors do not regard Koch’s postulates as 
having been satisfactorily fulfilled in relation to the Bordet-Gengou bacillus and 


pertussis. 

They undertook experiments to test the hypothesis that pertussis might belong 
in the group of diseases with a dual etiology, such as hog cholera (caused by a 
filtrable virus associated with Bacterium suipestifer) and canine distemper (due 
to a filtrable virus associated with Bacterium bronchisepticum). 

Their conclusions are as follows: 

1. A condition similar in all respects to whooping cough and characterized 
by coryza followed by a protracted paroxysmal cough typical of that of pertussis, 
associated with lymphocytosis and the development of a positive complement 
fixation reaction for the Bordet-Gengou bacillus, has been produced in the chim- 
panzee by oral inoculation of unfiltered exudate from the tracheas of human beings 
with pertussis. The Bordet-Gengou bacillus was recovered on cough plates at 
the height of the cough. 

2. A precisely similar condition has been produced in the chimpanzee by oral 
inoculation of pure cultures of the Bordet-Gengou bacillus. It is therefore clear 
that the characteristic clinical features of pertussis can be produced in apes by 
these bacilli acting alone. 

3. The inoculation of apes with bacteriologically sterile blood and_ filtered 
secretions of the respiratory tract obtained from each of four patients with 
pertussis early in the disease was followed by the appearance of catarrh of the 
upper respiratory tract, without cough. In the one instance in which an attempt 
was made to transfer the agent from one ape to another by means of a bacterio- 
logically sterile filtrate of the nasopharyngeal secretions the attempt was successful. 

4. The nature of this filtrable agent is discussed. Its relation to pertussis is 
undetermined. At present one can say only that the Bordet-Gengou bacillus, acting 
alone, is capable of producing the characteristic clinical manifestations of whooping 
cough in the ape. Lyrriz. New York 


PoLIOMYELITIS—THE Los ANGELES Epipemic oF 1934. R. W. Meats, V. F. 
Hauser and A. G. Bower, California & West. Med. 48: 123 (Aug.); 215 
(Sept.) 1935. 

A valuable analysis is made of about 1.800 cases of poliomyelitis in Los Angeles 
and the vicinity. The authors believe that a different strain of virus was the 
causative agent, because of the atypical clinical picture, the high incidence of the 
disease in adults, especially among doctors and nurses (37 per cent of the patients 
were 15 years of age or over), the appearance of mild symptoms in a few patients 
who had previously had poliomyelitis and the failure of convalescent serum to alter 
the course of the disease in some cases of fatal outcome occurring early in the 
epidemic. 

In 11 cases of the bulbar type the outcome was fatal, and pathologic examination 
showed microscopic changes characteristic of poliomyelitis. 

The symptoms were variable, ranging from severe headache, with abdominal 
cramps, diarrhea and vomiting, to neuralgic signs with no premonitory symptoms. 
The most constant symptom was pain on flexion of the spine, which was often 
present with no stiffness of the neck or spine. The signs were also variable. Acute 
muscular tenderness and hyperesthesia were frequent. Often marked fatigability 
was the only sign elicited in the examination of an affected part. Signs of involve- 
ment of the sympathetic nervous system were prominent, such as abdominal pain, 
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distention and vomiting, without rigidity, retention of urine or localized pain an 
sweating over the affected extremities. 

Convalescence was rapid and complete in most cases. In several instances of the 
mild form relapse after apparent recovery was observed. 

In 20 per cent of the series residual paralysis or paresis was shown. A series 
of remote sequelae were observed, occurring more frequently than has previously 
been noted. Insomnia, nightmare, emotional instability, mental fatigability and 
lack of power of concentration were often met. Neurocirculatory asthenia, local- 
ized, recurrent edema and trophic disturbances indicated sympathetic nervous and 
vasomotor instability. 

A series of cases in which the history simulated that of poliomyelitis are cited, 
including instances of infectious transverse myelitis, intracranial tumor, hemangioma 
and tumor of the spinal cord, as well as malaria, typhoid and puerperal sepsis. 

The use of convalescent serum as a prophylactic measure proved ineffective. 
In 23 per cent of 207 doctors, nurses and hospital attendants so treated, the disease 
developed within three weeks of the treatment. 

The authors believe that convalescent serum given intravenously and _ intra- 
muscularly has definite value in the early treatment of the disease. 


MARSHALL, San Francisco. 


Eye CoMPLIcATIONS OF THE ACUTE EXANTHEMATA IN CHILDREN. RICHARD C., 
GAMBLE, Illinois M. J. 69:229 (March) 1936. 


In this article Gamble cites the various ocular complications of the acute 
exanthems. He divides them into two groups: the common ones, which occur 
early, such as the various types of inflammation of the lids, conjunctiva and 
cornea caused by the specific cutaneous eruptions involving these structures, and 
the less common ones, which occur later in the diseases—the inflammations of the 
intra-ocular structures, of the orbit and of the optic nerve. The latter are more 
serious, and the diagnosis may be much more difficult in such cases. 


3ARBOUR, Peoria, Ill. 


AcTIvVE IMMUNIZATION AGAINST PoLIOMYELITIS. M. Bropre and W. H. Park, 

J. A. M. A. 105: 1089 (Oct. 5) 1935. 

Controlled clinical and experimental studies have shown that convalescent serum 
is not efficacious in the treatment of the preparalytic stage of poliomyelitis. Epi- 
demiological evidence suggests that immunity to the disease develops with aging 
and is the result probably of exposure to the virus. Since with natural immun- 
ization some persons contract the disease, a safe, effective method of artificial 
immunization is preferable, that is, the use of a vaccine which is antigenic, safe 
and innocuous. This report deals with the use of such a vaccine in the immun- 
ization of monkeys and man and with tests to determine the degree of this immun- 
ity. The selected preparation was the virus inactivated by germicides, of which 
a solution of formaldehyde was found to be the best. In animals a dose of 5 cc. 
was sufficiently antigenic to produce an immunity better than that developed after 
a mild attack of the disease and sometimes comparable to that produced by a 
severe attack or by immunization with the active virus. The vaccine was found 
to be noninfective, not only in animals but in man. In 2,300 vaccinations of chil- 
dren only 3 general reactions and 23 local reactions occurred. Seventy-five chil- 
dren were tested for antibodies both before and after immunization. The 
antibody response seemed to be best in children that were the most susceptible. 
Although the vaccine produces an antibody response in children which compares 
favorably with that developed after the disease, the test of its value must await 
studies during epidemics. The antibody becomes apparent in one week and reaches 
its full development in from three to four weeks. It has been demonstrated eight 
months afterward. The material appears to be safe, as demonstrated in the 
immunization of monkeys and 2,300 children. Bonar, Salt Lake City. 
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ScaRLET Fever IMMUNIZATION DuRING A SCHOOL EpipEMic. H DIEHL and 
R. G. Hincktey, J. A. M. A. 106:1354 (April 18) 1936. 


In an attempt to control an epidemic of scarlet fever among 436. students, 
active and passive immunization was utilized. The number of new ses declined 
promptly after the third dose of scarlet fever toxin. A large proportion of the 
patients manifested a mild reaction, and about 5 per cent were admitted to the 
infirmary after each injection. The reactions were mild and of short duration. 
A rash was present in some cases. Antitoxin was given to 25 exposed susceptible 
persons; 76 per cent had slight, and 68 per cent moderate or severe, serum 
reactions. The disease developed in 5 of this group. 30NAR, Salt 


ControL OF MENiINGococcic MENINGITIS Eprpemics. D. M. KunNs 

107:5 (July 4) 1936. 

The usual methods of control failed in an epidemic of meningo ic menin- 
gitis. An attempt was made to determine the reactivity ot the skin in the 
presence of Gordon’s four types of meningococcus by using the filtrable separable 
fractions of meningococcus broth cultures. The filtrate was tried in an epidemic 
to determine its value as a skin-testing and as an immunizing substance. Skin 
testing on sensitive and susceptible persons appears to be the best means of deter- 
mining the toxicity of the exotoxin. Immunization of 395 persons with the full 
strength filtrate was performed. At the end of ten months none had contracted 
meningococcic meningitis, although in the C.C.C. Camp where the immunization 
was carried out four persons who were not so treated acquired the d 


1 


Bonar, Salt 


SENSITIVITY TO B. DYSENTERIAE. B. G. Erron and D. N. SILver 
7:145 (April) 1936. 


The authors’ summary is as follows: 

“Sensitivity to B. dysenteriae occurs in sporadic cases of infecti with this 
organism. The sensitivity, while showing a distinct tendency to be specific for 
the individual strain with which the patient is in contact, is, however, apparently 
group specific in that reactions occur to other strains of the organism with which 
the patient is not in contact. 

“We have not as yet determined the incidence of sensitivity in these sporadic 
cases of bacillary infection.” Hov: acter’ 


CHANGES IN MorpPHOLOGY OF HEMOPHILUS PERTUSSIS GROWN | VARYING 
CONDITIONS AND ON DIFFERENT MepiuMsS. JOHN A. Toomey and WILLTAM 
S. Takacs, J. Bact. 31:44 (Jan.) 1936. 


Toomey and Takacs observed that freshly isolated cultures of Haemophilus 
25 per cent hemoglobin 


pertussis grown. on blood agar containing from 20 to 
(Bordet’s medium) at fu 6 appear as small ovoid bacilli, at times nearly indis- 
tinguishable from coccoid bacteria. When these organisms are transferred every 
four days on the same medium they begin to elongate after fr 160 to 180 
transplant generations, while their virulence and antigenic activity remain the same 
or are slightly diminished. The organisms acquire a new quality, that of adhesive- 
ness, not seen in freshly isolated cultures. A single passage through a guinea-pig 
brings the organism back to its original ovoid form. It likewise regains what 
little virulence it has lost and loses its tendency to stick to the medium 

The authors also noted that organisms adapted to veal brain agar medium at 
px 7.8 elongate from five to ten times the length of the original bacillus isolated 
on blood agar medium as soon as they begin to grow luxurianth) This occurs 
ipproximately 10 transfer generations removed from the parent strain, at which 
time the organisms become relatively less virulent and less antigeni: When long 
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bacillary organisms adapted to veal brain agar at pu 7.8 are readapted (140 
generations of retransplanting) to hemoglobin blood agar medium having a gradual! 
decreasing fu they diminish in size and in length. STorssER, Minneapolis 

. LOOK, 2 € 5. 


Tests ror IMMUNITY To ACUTE ANTERIOR PoLIOMYELITIS. J. A. KOLMER and 
A. M. Rute, J. Immunol. 29:175, 191 and 199 (Sept.) 1935. 


Kolmer and his associates, in a series of three papers, report the results of 
their experience with various methods for testing immunity to acute anterior poli: 
myelitis. Normal monkeys, normal adults and normal children show no reaction 
of the skin which could be ascribed to the virus after the intracutaneous injection 
of an emulsion of the spinal cord of a monkey with poliomyelitis. Cutaneous 
tests, therefore, are of no value as indicating immunity. 

Colloidal gold, complement fixation and precipitation tests on the serum could 
not be reliably employed to determine immunity to poliomyelitis. 

The monkey serum neutralization test is the only reliable test for immunity. 
The authors describe their standard technic for this test. 

FoTHERGILL, Boston. 


Errect OF GONADOTROPIC AND OESTROGENIC HORMONES ON AGGLUTININ RESPONSE 
ro B. Pertussis IN IMMATURE ANIMALS. J. H. Dincie, R. K. Meyer and 
Kk. L. Gustus, J. Immunol. 30:139 (Feb.) 1936. 


It was shown that the agglutinin response of rats and rabbits immunized with 
Bacillus typhosus and Bacillus pertussis vaccines varied with the sexual maturity 
of these animals. Poor responses were obtained in young immature animals. The 
agglutinin response was then followed in young animals treated with various sex 
hormones, namely, gonadotropic hormone obtained from pregnant mare serum, 
gonadotropic substance from the urine of pregnant women, theelin and pituitary 
implants. This group did not exhibit a significantly greater response than the 
controls, although there was a definite increase in the development of the gonads. 


FoTrHERGILL, Boston. 


» 


PROTECTIVE MEASURES IN DIPHTHERIA INTOXICATION. P. J. HANzLIK and B. 
TerapaA, J. Pharmacol. & Exper. Therap. 56:269 (March) 1936, 


In pigeons poisoned with diphtheria toxin Hanzlik and Terada investigated the 
effects of remedies that others have found beneficial in diphtheria or dysentery 
poisoning of animals: digitalis, sodium sulfocyanate (dysentery), cevitamic acid 
and the untried congo red (as a colloidal adsorbent for diphtheria toxin). 
Cevitamic acid acted as hydrochloric acid with a similar pu, giving the same 
results. kor practical purposes all the remedies, except cevitamic acid, when 
previously mixed with diphtheria toxin were ineffective. Pigeons were used 
because they respond typically to diphtheria toxin and digitalis. 


Pitcuer, Cleveland. 


ADITUSTMENTS DurRING Four YEARS OF PATIENTS HANDICAPPED BY POLIOMYE- 
Litis. ELtteEN H. Barspour, New England J. Med. 213:563 (Sept. 19) 1935. 


This study was made with the purpose of determining the physical improve- 
ment and the emotional adjustment, during a period of four years, of sixty chil- 
dren who were victims of infantile paralysis. In 1930 the degree of paralysis 
of these children was described in social terminology. Briefly, the patients were 
classified under the following heads: educationally handicapped so that the patient’s 
educational progress was definitely impeded; occupationally crippled, the paralysis 
prohibiting the patient from certain occupations in later life, and socially handi- 
capped, with disfiguring paralysis which might be a source of social embarrass- 
ment. 
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In 1930 over one half of all the children were in the sociall andicapped 


eroup; approximately one fourth were in the most severely crippled, educationally 
impeded group, and a little less than one fifth were described as occupationally 
handicapped. In the 1934 redistribution the paralysis of one half of the children 


in the total group had disappeared, and in one half of the children who were 
still crippled only the mildest degree of paralysis remained. In slightly more than 
one child in five, the paralysis was an occupational handicap, and only one in 
fifty was severely limited in motion. In the occupationally handicapped group 
the least change was shown, and the marked decrease in the number of the socially 
handicapped children seems to indicate that such a child has an excellent chance 
of being normal at the end of four years of treatment. 

The scholastic retardation was an interesting social factor in this study. 
Twenty-five of forty children were not educationally retarded at the end of four 
years; nine were retarded one year; four were retarded two years, and two were 
retarded three years. Six of the twenty children who are still paralyzed are 
emotionally maladjusted to their handicap. 


GENGENBACH, Denver. 
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Wuoopinc CouGH AND Its PREVENTION. Lowuis SAUER, 


213:1061 (Nov. 28) 1935. 

Carriers, patients with-second attacks and patients suspected of having whoop- 
ing cough who never whoop, in all of whom the condition would otherwise remain 
undetected, may have their condition diagnosed bacteriologically. The earlier cough 
plates are exposed the more likely will they be found positive. Negative findings do 
not exclude the disease. 

The culture medium is always made with human blood. The vaccine contains 
no alien protein, formaldehyde or other denaturing agent. It is refrigerated until 
used. Each 1 cc. of the vaccine contains 10,000,000,000 bacilli. Since 1931 the 
vaccine has been injected as follows: One cubic centimeter is injected just urder 
the skin in the deltoid region of each arm; one week later 1.5 cc. is injected in 
the region of the biceps muscle of each arm; one week thereafter 1.5 cc. is injected 
in the region of the triceps muscle of each arm. When the vaccine is properly 
administered, no untoward effect should occur. 

The average age of the 1,609 children at the time of injection was about 11 
months. The best age for immunization against pertussis is between the seventh 
and twelfth months of life. Ninety per cent of the children given the injections 
did not contract pertussis when exposed. 

The following schedule of immunization, used for several years, has been found 
practical: Immunize first against whooping cough (at from 7 to 12 months); 
four months later immunize against diphtheria (with toxoid or alum toxoid). 
When the Schick test is performed and found negative, vaccination against small- 
pox is performed; immunization against scarlet fever may be completed before 
attendance at nursery school or kindergarten. 


GENGENBACH, Denver. 














ActivE IMMUNIZATION AGAINST POoLIoMYELITIS. MAuriIceE Broptr, New York 


State J. Med. 35:815 (Aug. 15) 1935. 

Isolation of persons who have been in contact with patients suffering from 
poliomyelitis is of little value in preventing poliomyelitis because of the high 
proportion of carriers. Serum therapy is of no value as the disease is confined 
to the central nervous system. Only 12 second attacks in human beings have 
been reported, suggesting that there is only one strain of virus. Virus inactivated 
with solution of formaldehyde, U. S. P., is perfectly safe; no harmful effects were 
noted in 3,000 inoculations, and but few general reactions developed. Two doses 
of the vaccine stimulated the production of antibodies in practically all persons 
treated. It takes about one week for protection to develop, and with two doses 
it is present after eight months. Whether the protection afforded is sufficient 
emains to be seen. Arxman. Rochester. N. Y. 
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THE PREVENTION OF POLIOMYELITIS. WILLIAM H. Park, New York State J. Me 

35:818 (Aug. 15) 1935. 

Although Park feels that the experiences of his own department show litt} 
if any therapeutic value of convalescent serum, his mind is still open and hi 
expresses the belief that further investigation should be carried on. Without 
test for susceptibility general immunization with vaccine would present a tre 
mendous problem. At present immunization should probably be advised only 
when epidemics threaten. AIKMAN, Rochester, N. Y. 
CLINICAL MANAGEMENT OF PorioMyetitis. E. B. SHaw, Northwest Med. 35:39 

(Feb.) 1936, 

This is a general article in which the pathologic changes, symptoms, diagnosis 
and treatment of poliomyelitis are considered. Shaw observed no damage to the 
lungs as did Landon. He believes that the clinician should continue to use con 
valescent serum until a better method of treatment appears. He believes in 
giving from 50 to 100 cc. of serum intramuscularly every twelve to twenty-four 
hours during the preparalytic stage. He likewise recommends transfusion. He 
believes that prophylactics containing attenuated virus are not without danger. 


Scott, Philadelphia. 


EpipeEMic MENINGITIS: TREATED BY INTRAVENOUS INJECTIONS OF MENINGOCOCCUS 

ANTITOXIN. JACK R. KAREL, Northwest Med. 35:48 (Feb.) 1936. 

A man aged 44 had the usual signs and symptoms of meningitis. The spinal 
fluid cell count was 37,600, and a meningococcus was recovered. The record of 
treatment follows: 

On the first day the white cell count of the blood was 37,600. Meningococcus 
antitoxin given in a dose of 60 cc., or 20,000 units, and 120 cc. of a 10 per cent 
solution of dextrose was given intravenously. 

On the second day the cell count was 22,050. The same dose and dextrose 
were given. 

On the third day the cell count was 7,940. The same dose and dextrose were 
given. 

On the fourth day the cell count was 10,750. The same dose was given. 

On the fifth day the cell count of the spinal fluid was 1,334. A smear gave 
negative results; a culture showed positive findings. 

On the seventh day 30,000 units of antitoxin was given intravenously. 

On the eighth day 20,000 units of antitoxin was given intravenously. 

On the twelfth day the cell count of the spinal fluid was 45. Cultures did not 
reveal any organisms. 

On the sixteenth day the patient was discharged from the hospital. 

The total amount of serum given was 390 cc., or 130,000 units. There was no 


serum reaction. Scott, Philadelphia. 


Mopern Metuops OF PREVENTING MEAsLEs. J. S. Barrp and L. W. Pumpurey, 

Pennsylvania M. J. 39:765 (July) 1936. 

In sixty-six children (average age, 4 years) the prevention of measles with 
placental extract was attempted. In 58 per cent measles was successfully pre- 
vented. In the remaining 42 per cent, generally speaking, the attack was modified 

with an average incubation period of eighteen davs. The striking feature of 
the study, however, appears to be in the 100 per cent prevention attained in 
fourteen children with whole (unfractionated) placental extract. Obviously, frac- 
tionation is desirable if it is possible, in the interest of refinement and concentration 
of the material, but in the group treated with the several different protein fractions 
only 46 per cent were fully protected. This appears to agree with McKhann’s 
observation that the fractional preparations, i. e., those containing only euglobulins 
or pseudoglobulins, do not have the same measles antibody potency as the whole 
extract. It is hoped that a method will be speedily found by which the antibody 
potency of the whole placental bulk will be made available. It is this material 


which, as shown, gave perfect prevention. Locur, Williamsport, Pa. 
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REPORTING PARALYTIC AND NONPARALYTIC POLIOMYELITIS. Pub. Health Rep. 

51: 43 (Jan. 10) 1936. 

In all reports made in the future by the department of public health of Massa- 
husetts, the condition will be classified as paralytic or nonparalyti This action 
s taken in order to obtain a true picture of the current prevalence of the disease. 
former years cases of the nonparalytic form were not reported as frequently as 
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+} re 2s 2c ~ eds cal 
hey are at present. SANForD, Chicago. 
















PREVENTION OF INTRAVENOUSLY INOCULATED POLIOMYELITIS OF MONKEYS BY 
INTRANASAL INSTILLATION OF Picric Acip. CHARLES ARMSTRONG, Pub. 
Health Rep. 51:241 (March 6) 1936. 


Trinitrophenol instilled into the nostrils tends to protect monkeys from ill 
effects of intravenous injection of poliomyelitis virus. These results tend to con- 
firm the conclusions of Lennette and Hudson, based on actual section of the 
factory tract, that intravenously injected poliomyelitis virus produces infection 
if the central nervous system by way of the nasal membranes and the olfactory 















tract. SANFORD, Chicago. 








SUMMARY OF CURRENT PREVALENCE OF COMMUNICABLE DISEASES IN THE UNITED 

Srates. Pub. Health Rep. 51:263 (March 13) 1936. 

For the period of Jan. 26 to Feb. 22, 1936, meningococcic meningitis increased 
in all-the areas except the south-central. The current incidence was the highest 
since 1931. Influenza also showed an increase, 28,549 cases having been reported. 
This is only 80 per cent of the incidence for the same period of 1935. The 
incidence of smallpox, which was at the highest level in recent years, declined 
somewhat. Scarlet fever, with 29,134 cases, showed the highest incidence in recent 
vears. The incidence of diphtheria, typhoid, measles and poliomyelitis continued 
to be low. The mortality from all causes was 13.8 per thousand, the highest for 
this period since 1931. SaNForD, Chicago. 

















History AND FREQUENCY OF SMALLPOX VACCINATIONS AND Cases IN 9,000 
Famities. S. D. Cottins, Pub. Health Rep. 51:443 (April 17) 1936. 





The studies reported were made during a twelve month period from 1928 to 
1931 in one hundred and thirty localities in eighteen states. The surveyed families 
were located in urban, rural and metropolitan areas. Only from 10 to 20 per 
ent of the children had been vaccinated before the age of entrance to school; 
from 85 to 90 per cent of the adults had been vaccinated within seven years. The 
vaccination rate was 31 per thousand persons of all ages and 49 per thousand 
at occurred 








persons under 20 years of age. Among the 17 cases of smallpox t 







16 were those of persons who had never been vaccinated, a rate of 96 per hundred 
thousand, as compared with 1 case (the patient had been vaccinated forty years 
previously), or a rate of 5 per hundred thousand, among persons who had been 
vaccinated at any time. Sanrorp, Chicago. 














DISEASES IN THE UN STATES. Pub. 





CURRENT PREVALENCE OF COMMUNICABLE 
Health Rep. 51:871 (July 3) 1936. 
Influenza, poliomyelitis, meningococcic meningitis, scarlet fever, diphtheria, 

typhoid and measles showed a seasonal drop for the period of May 17 to June 13, 

1936. Smallpox showed the highest incidence since 1932. It was prevalent in the 

orth-central, mountain and Pacific regions. The mortality from all causes was 

1.4 per thousand of population. This is about the usual figure 













S rp, Chicago. 
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CURRENT PREVALENCE OF COMMUNICABLE DISEASES IN THE UNITED STATES, SEP1 

6 to Oct. 3, 1936. Pub. Health Rep. 51:1455 (Oct. 23) 1936. 

For the period from Sept. 6 to Oct. 3, 1936, the number of cases of poliomyelitis 
rose to 1,027. States reporting increases were: Illinois, 245; Ohio, 102; Tennessee 
85; California, 54; Alabama and Georgia, 40 each, and Colorado, 29. For th 
country as a whole this incidence was about 40 per cent of that for the corre- 
sponding period last year. There was a seasonal increase in the number of cases 
of scarlet fever to 5,215 cases, while the incidence of influenza, typhoid, smallpox, 
measles and diphtheria remained low. The number of cases of meningococcic 
meningitis (237) was similar to that for 1935, but both figures are above that fo: 
the preceding three year period. Sanrorb, Chicago. 


THE MANAGEMENT AND TREATMENT OF MENINGOCOCCUS MENINGITIS. GEORGI 
M. Cu tra, South. M. J. 28:1136 (Dec.) 1935. 

The author believes that successful treatment of meningococcic meningitis 
depends on early and vigorous treatment. An initial blood transfusion seems t 
raise the patient’s resistance to infection and supplement serum therapy. Intra- 
venous administration of serum in the early stages is indicated, for at that time 
bacteremia is present. The reactions are no greater than those with any other 
form of serum therapy. Repeated lumbar puncture may cause the cell count of 
the fluid to remain high. These cells are, however, lymphocytes and not poly- 
morphonuclear leukocytes. 

The injection of serum into the ventricles and into the cisterna gives excellent 
results in the hands of persons skilled in this technic, but it is not advocated as a 
routine measure in private practice unless symptoms of obstruction occur. 

Scuiutz, Chicago. 


THE PoLioMYELitTIs EpIpDEMIC IN NortTH CAROLINA. ALDERT S. Root, South. M 

J. 29:184 (Feb.) 1936. 

The author reports experiences obtained from the North Carolina epidemic, 
which totaled 622 cases. Less than 10 per cent of the persons afflicted received 
hospital care. There were 12 instances of second attacks in the same family. 

The Park-Brodie vaccine was given as a prophylactic agent to 300 children 
in several counties. In about 6 per cent of the 300 children who received the 
vaccine, abscess developed at the site of the intradermal injection, and in about 12 
per cent rather large nodules. In a few children constitutional reactions followed 
vaccination. Both the systemic and the local reaction were worse after the second 
dose. 

The attitude of the 25 members of the North Carolina Pediatric Society was 
one of skepticism, only 2 of the number having advocated the general use of the 
vaccine. The general impression prevailed that convalescent serum was of doubt 
ful value. There is a general consensus that after the first symptom is evident 
and the virus has invaded the neurons neither injection of convalescent serum or 
pooled blood nor blood transfusion has any effect on the extent of the paralysis. 

The number of injections of convalescent serum or pooled blood or of blood 
transfusions given in the North Carolina epidemic was small, and the authors 
prefer not to draw conclusions on this basis. Scuiutz, Chicago. 


CoNGENITAL MavarraA. N. C. TANNER and R. E. L. Hewrett, Lancet 2:369 
(Aug. 17) 1935. 

This is a report of the occurrence of malaria in the second-born of dizygotic 
twins. The mother had malaria throughout the pregnancy. Parasites of tertian 
malaria were discovered in the patient’s blood when the infant was admitted to 
the hospital at the age of 50 days. In the absence of a known placental trauma 
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r infarct, premature separation of the placenta was considered the most probable 
ause of the transmission of the infection. Treatment with iron and atabrine 
mproved the anemia and cured the malaria. LANGMANN. New York. 


TREATMENT OF ACUTE ANTERIOR POLIOMYELITIS IN THE EARLY Srtaces. R. 
SoutuBy, M. J. Australia 2:367 (Sept. 21) 1935. 


In the general treatment of poliomyelitis Southby believes that (1) moderate 
reduction of intracranial tension by lumbar puncture is most beneficial as regards 
both the immediate improvement of symptoms and the degree of subsequent paralysis, 
if any, and that (2) the employment of diathermy over the cervical or lumbar 
enlargement of the spinal cord, depending on the extremities involved, affords 
relief of hyperesthesia and muscular pains. In respect to convalescent serum he 
believes that (1) it is helpful in many cases, that (2) the route of administration 
makes little difference and, consequently, intramuscular injection, being the easi- 
est, becomes the method of choice and that (3) convalescent serum has no value 
in checking a rapid spread of paralysis and, consequently, should not be giver 
after paralysis has developed. Gonce, Madison, Wis. 


Tue EARLY TREATMENT OF PoLiomMyeLitis. J. MACNAMARA, M. J. Australia 2: 
374 (Sept. 21) 1935. 


Macnamara insists that the best protection against paralysis in 
of poliomyelitis is adequate injection of immune human serum. The serum must 
come from a donor who is frankly paralyzed as a result of an attack of undoubted 
poliomyelitis within the preceding five years. Reported failures in the effective- 
ness of the serum in the treatment of the disease are due to the use of serum 
obtained from normal adults and from persons who are paralyzed as a result of 
diseases other than poliomyelitis and to the use of potent serum in the so-called 
preparalytic stage, in which, however, unrecognized paralysis already is present 
at the time of injection of the serum. The serum must be potent and must be 
given in the preparalytic stage of the disease. 

The serum should be given by the intravenous and perhaps by the intrathecal 
route. Intramuscular injection is easy, but “the injection of a serum by a route 
which requires many hours to elapse before the serum is absorbed is as futile a 
proceeding as a fireman attempting to extinguish a fire the day after the alarm 
is given.” Depending on the potency of the serum and on the stage and severity 
of the disease, the effective intravenous dose varies from 70 to 250 c 

The value of immune serum in the treatment of poliomyelitis does not need 
to be proved by statistical methods, with the omission of treatment in alternate 
cases. As in the use of antitoxin for diphtheria and of appendectomy for acute 
appendicitis, the value rests on the summation of clinical impressions rather than 
on statistical proof. Gonce, Madison, Wis. 
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Use oF MIXED VACCINES IN PREVENTION OF BRONCHOPNEUMONIA FOLLOWING 
MEASLES AND Wuoopinc CoucH. F. Cuevret, Nourrisson 24:96 (March) 
1936. 

Statistics are offered to show that pulmonary complications after measles 

ind whooping cough were greatly reduced by the prophylactic inoculation of the 

usual stock mixed vaccines containing pneumococci, streptococci, staphylococci, 
enterococci and Micrococcus catarrhalis, in concentrations of 1,000,000,000 of each 

per c iC ; > < . 

per cubic centimeter. McCLeELLAND, Cleveland. 


ANTITOXIC IMMUNITY IN THE COURSE OF DIPHTHERITIC INFECTION. .. BIDOLI, 
Riv. di clin. pediat. 34:193 (March) 1936. 
Bidoli observed the Schick reaction and the amount of antitoxin in the blood 
i seven children with diphtheria who received no serum, of eight who received 
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normal horse serum and of one hundred and thirty-seven who received anti 
diphtheritic serum in various amounts. The speed of the development of immunity 
varied in different subjects: In some it appeared in one week and in others as late 
as one month after injection. In patients treated by normal horse serum immunity 
developed more rapidly than in untreated patients but much slower than in patients 
to whom antitoxin was given. Small doses of diphtheria antitoxin (from 10 t 
20 units per kilogram of body weight) may result in rapid immunization of the 
body, as indicated by the rapid change from a positive to a negative Schick reac- 
tion. Curves are given showing the amount of antitoxin in the blood of patients 
from each of the three groups. Hiccrns, Boston. 


ENCEPHALITIS FOLLOWING MEASLES. JESUS ALFREDO FiGuERAS, Arch. de med 
inf. 4:168 (Sept.) 1935. 
Three instances of this condition are reported by the author, with excellent 
pathologic descriptions. He also mentions the studies of this disease made by 
Cuban investigators, particularly Dr. Ramirez Corria. Sanrorp, Chicago. 


PosTDIPHTHERITIC ENCEPHALITIS. CarLos M. BARBEROUSSE and JUAN C. SUAREZ, 

Arch. de pediat. d. Uruguay 6:186 (May) 1935. 

Barberousse and Suarez report the occurrence of this unusual and rare condi- 
tion in a child aged 4 years. Twenty-one days after a severe attack of diphtheria 
symptoms of cerebellar involvement accompanied by meningeal irritation developed. 
The spinal fluid showed a marked increase of lymphocytes. Complete spastic left 
hemiplegia developed following the earlier symptoms. In the opinion of the authors, 
encephalitis is the most probable explanation of the syndrome. 

ScHLutz, Chicago. 


PROPHYLAXIS OF WHOOPING CouGH WITH BLoop OBTAINED FROM ADULTS AND 
PERSONS CONVALESCENT FROM THE DISEASE. M. Quero Mato, Puericult. 
espan. 2:23 (Feb.) 1936. 

During an epidemic of whooping cough in the Provincial Institute for Child 
Study, passive immunization was attempted, blood from adults being used for nurs- 
ing infants and blood from those convalescent from the disease for older children. 

Blood from healthy adults was used in three sections of a nursery containing 
120 nursing infants. Those aged 3 months and over were given from 15 to 20 cc. 
of mother’s or wetnurse’s blood intramuscularly. In section 1 the first infant 
who showed whooping cough infected another in the same room; both were 
transferred to the infirmary, and the remaining twenty-three infants were immun- 
ized at the beginning of October. After more than two months the epidemic 
had disappeared completely. In section 2, 25 infants were immunized and no case 
developed. In section 3 at the time of the immunization of 6 infants over 3 
months of age the remaining 6 had already contracted whooping cough. No 
further cases appeared in this section, though the index of contagion from 
whooping cough is calculated at about 70 per cent. No child under 3 months of 
age contracted the disease. 

Fifty older children from 1 to 4 years of age were given two intramuscular 
injections, a week apart, of from 7 to 10 cc. of blood from convalescent children, 
withdrawn during the decline of the disease in some cases and up to four weeks 
after its height in others. Thirteen cases had already occurred in this institution, 
and the only effect noted was the lessened severity of the disease occurring in 
those given injections, as the epidemic was not controlled. 

GIFFEN, Toledo, Ohio. 
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PATHOLOGIC-ANATOMIC CHANGES IN THE NERVOUS SYSTEM IN PosTDIPHTHERITIC 
Nervous Diseases. B. Hecust, Arch. f. Psychiat. 101:1 (Nov.) 1933. 
Some authors believe that the primary lesion in the nervous system in cases 

of diphtheria is in the peripheral nerves; others believe that it is in the spinal 
cord cells, and still others, that it is in the blood vessels; finally, the muscles or 
the terminal connections between the nerves and the muscles have been thought 
to be the original site of the lesion. Hechst studied five cases, in two of which 
death occurred and autopsy was performed during the early stages of the disease, 
when there were no clinical signs of postdiphtheritic changes. He reaches the 
following conclusions: (1) Diphtheria causes changes in the ectodermal and 
mesodermal elements of the central nervous system. The mesodermal changes, 
however, do not seem to be of great importance in the determination of the degree 
of change in the parenchyma. (2) In some cases changes are observed in the 
posterior tracts, apparently caused by lesions in the spinal ganglions. (3) The 
distribution of the histologic changes depends on three features: the points of 
entrance of the toxin, the duration of the disease and the specific affinity of special 
parts of the nervous system for the diphtheria toxin. (4) In the cases studied 
the greatest affinity for diphtheria toxin was shown by the vagus nerve, the nerve 
cells of the striatum and the spinal ganglions. (5) The seat of primary anatomic 
lesions in postdiphtheritic polyneuritis can be observed in the centers as well as 
in the periphery. Martamup, Iowa City. [Arcu. Neurot. & Psycuiat.] 


EPIDEMIC INFANTILE PARALysIs. W. KELLER, Deutsche med. Wehnschr. 61:1922 
(Nov. 29) 1935. 

The author gives a summary of the etiology, symptoms, prognosis, therapy 
and prophylaxis of poliomyelitis. Nothing new is reported. The same views are 
held in Germany as in the United States, except that the author still holds hope 
for the therapeutic use of convalescent serum. He also thinks that physical 
exhaustion, travel and disturbance of the respiratory and alimentary functions 
increase susceptibility to the disease. Peesesrue New Vouk 


DIAGNOSIS AND PROPHYLAXIS OF WuHuooptnc-CoucH. D. Gajz and 

GOttcHE, Monatschr. f. Kinderh. 65:141 (March) 1936. 

Despite numerous improvements in method and technic, the diagnosis of early 
pertussis is by no means simple. The roentgen rays are, of course, of some value 
if they show enlarged tracheobronchial lymph nodes. The blood count has been 
recognized for many years. However, a count of 15,000 or more can occur in the 
normal infant, and lymphocyte counts can also be high without significance. The 
writers place value on a lymphocyte count of 50 per cent as being useful in ruling 
out whooping cough. Should the count be lower than that, pertussis is not to be 
considered. The most specific test is, of course, isolation of the bacilli, but the 
technic is difficult. The writers are inclined to believe that the easiest method 
lies in serologic tests with the complement-binding reaction. 

As regards prophylaxis, they review the literature and quote the various studies 
of the proponents of vaccine, especially Sauer. However, they give notice that 
they are going to embark on an extensive study of their own, in which they will 
immunize a large group of children and follow them over a period of years, con- 
trolling the work with frequent serologic tests. GerstLEY, Chicago. 


Errect OF VITAMIN C AND ApDRENAL CorTEX ON EXPERIMENTAL DIPHTHERIA, 

ALINE AIcHAM and H. Bock, Monatschr. f. Kinderh. 65:289 (April) 1936. 

Cevitamic acid had little effect on experimentally produced conjunctival diph- 
theria in the guinea-pig. Adrenal cortex likewise had little effect. When the 
two were combined, however, and given to animals inoculated with a culture of 
Corynebacterium diphtheriae there seemed to be some diminution in the severity 
t the infection. Geest Chicago 
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LocaL REACTIONS WITH DIPHTHERIA ForMOoLToxom. CARLA PoHL, Monatschr 
f. Kinderh. 65:312 (April) 1936. 

Thirty-one children were tested intracutaneously with formoltoxoid (a diph- 
theria toxin digested with formaldehyde) and fifteen with anatoxin. In from 
30 to 40 per cent marked skin reactions developed, lasting about forty-eight hours 
Heating the drug made no difference. The reactions were entirely independent 
of the results in simultaneous Schick tests. They occurred invariably in the 
following groups: those who had recovered from diphtheria, those who had been 
actively immunized and those who gave positive pseudo-Schick reactions. A 
higher percentage of reactions occurred in children who had been shown to have 
tuberculosis than in children who presented no sign of this disease. 

Pohl concludes that such reactions do not depend on toxin but are allergic. 


GERSTLEY, Chicago. 


CRITIQUE OF THE TREATMENT AND ProGNostis oF PoLiomMyeritis. H. Mat, 
Miinchen. med. Wchnschr. 82:1228 (Aug. 2) 1935. 


Mai has not found the administration of convalescent serum useful in polio- 
myelitis after the onset of paralysis. Patients are not usually seen by a physician 
in the preparalytic stage. However, since paralysis occurred in other muscles in 
some of the patients whom he treated, i. e., in muscles in which the stage could 
be considered to be preparalytic at the time of administration of serum, he believes 
that serotherapy is probably of little benefit once the disease process has begun. 

There are few acute diseases in which the course and ultimate result are as 
variable as in poliomyelitis. After three years about 10 per cent of the patients 
with the paralytic form are normal. The others have residual weakness or par- 
alysis. A patient who at the onset had extensive involvement of the muscles may 
recover a great deal of the muscular power, so that in the end-stage the function 
may be as good as that of the patient who at the onset had only slight muscular 
weakness. 

At the onset it is not possible to tell whether the paralysis of a muscle is due 
to edema of the cord or to actual destruction of motor nerve cells. The author 
does not believe that repeated lumbar puncture or roentgenotherapy relieves the 
edema of the cord. 

Active and passive motion soon after the acute stage improves the circulation 
in the muscles. Splints or other apparatus should be used to prevent contractures. 
Such treatment should be carried out for two or three years, and only then should 


orthopedic procedures be considered. 3RAHDY. Mount Vernon. N. Y 


TREATMENT OF Pertussis. A. Knorr, Miinchen. med. Wchnschr. 82:1750 (Nov. 
1) 1935. 
Knorr tried several forms of treatment for his patients with whooping cough 
and obtained the best results with a vaccine which is made from many strains of 
pertussis bacilli, the endotoxin being completely removed. 


Branpy, Mount Vernon, N. Y. 


PROPHYLAXIS OF AcuTE INFECTIOUS DISEASES. JOSEPH SrEGL, Wien. klin. Wehn- 
schr. 49:275 (Feb. 28) 1936. 


Joseph Siegl reviews the methods of prophylaxis used in combating various 
acute infectious diseases of childhood. 


Diphtheria—Specific prophylaxis has awakened the greatest interest. One 
must distinguish between passive and active immunization. The first is accom- 
plished by means of antitoxin, which gives immediate protection, but the protec- 
tion lasts only a few weeks, and there is danger of sensitization. Among the 
preparations which may be used to produce active immunization are diphtheria 
toxoid (anatoxin), toxin-antitoxin mixtures and flocculated toxin-antitoxin. 





ABSTRACTS FROM CURRENT LITERATU!I 603 


Scarlet Iever—When resistance to the disease has been lowered (because 

burns, wounds, chickenpox or diphtheria) convalescent serum may be used in 
doses of from 5 to 6 cc. for children up to 8 years of age and 10 cc. for older 
children. If convalescent serum is not available, scarlet fever streptococcus serum 
(from 10 to 20 cc.) may be employed. Attempts at active immunization have 
heen made with scarlet fever streptococcus toxin and also with vaccines and 
t xoids. 

Measles—Passive prophylaxis may be attained with convalescent serum 
(Degkwitz), which either prevents the disease or causes it to run a mild course. 
If convalescent serum is not available, the serum or blood of adults who have 
once had measles may be used. Methods of active immunization are still in the 
experimental stage. 

Whooping Cough.—For passive prophylaxis, convalescent serum (Debré) in 
doses of from 2 to 6 cc. or adult serum (Jundell) in doses of from 30 to 150 ce. 
may be used. Active immunization by means of mixtures of Bordet-Gengou bacilli 
(Haemophilus pertussis) is being attempted more and more. The vaccine is admin- 
istered in several injections at intervals of a few days, the dose being increased 
each time. Reports on the success of prophylaxis against whooping cough are 
contradictory. 

Chickenpox.—Prophylaxis against chickenpox need be considered only in con- 
nection with severely ill or debilitated children, or if the disease appears in endemic 
form in children’s institutions. Convalescent or adult serum is used in passive 
immunization. Injections of the contents of varicella pustules (Kling) or injec- 
tions of the blood of a child suffering from varicella (Késmarsky) may be used 
in active immunization. Attempts at prophylaxis against varicella are of doubtful 
value. 

Poliomyelitis—Among the prophylactic measures which may be mentioned are 
injections of adult serum and of Pettit’s serum. Numerous experiments have 
been made with methods of active immunization against poliomyelitis, but con- 
clusions regarding their success cannot yet be drawn. \st, Chicago. 


\ 


STATISTICAL OBSERVATIONS ON MEASLES IN DairEN. Y. Morita, J. Orient. Med. 
24:22 (Feb.) 1936. 
Morita’s statistical analysis of 4,749 cases of measles in children received in ar 
outpatient department during the past twenty years gave the following results: 


1. The months of the year may be listed in the order of morbidity from 
measles as follows: April, June, March, May, January, February, December, July, 
November, August, October and September. The period of prevalence was from 


five to seventeen months. The most susceptible age was that from 1 to 2 years, 


the morbidity for patients 2 years of age and under being 45.1 per cent, and for 
those of 5 years and under, 83.1 per cent. 

2. The difference in the incidence according to sex was slight, 51.6 per cent of 
the cases occurring in males, as against 48.37 per cent in femal 


¢ 


3. Koplik’s spots were seen on the third day of pyrexia in 33.9 per cent of 
the cases, on the fourth in 26.8 per cent and on the fifth in 18.5 per cent. 


4. Eruptions were observed on the fourth day of pyrexia in 32.1 per cent of 
the cases, on the fifth in 28.5 per cent, on the third in 14.5 per cent and on the 
sixth in 13.9 per cent. 

5. Eruptions disappeared on the fourth day after their onset in 41.7 per cent 
of the cases, on the third in 16.9 per cent and on the fifth in 15 per cent 

6. Ehrlich’s diazo test of the urine showed an average rate of 56.5 per cent 
positive reactions in the first week of eruption and an average of 27 per cent 
positive reactions in the second week. The acetonuria test presented the average 
rate of 65.4 per cent positive reactions in the first week of erupti 
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7. The mortality stood at 11 per cent, (that of males being 53.3 per cent and 
that of females 46.7 per cent), showing again a larger percentage for males. As 
to age, the younger patients showed a greater percentage, the rate for those oj 
3 years and under reaching as high as 83.6 per cent. Epiror’s SUMMARY. 


ScARLET FEvER: XVII. SurGicAL SCARLET FEverR. F. KARLStTrROM, Acta pediat 

18:287, 1936. 

In the Stockholm Hospital for Infectious Diseases during the period of ten 
years between 1925 and 1934, of 6,375 patients with scarlet fever 97 (1.7 per cent) 
were classified as having the surgical variety of the infection. Analysis of the 
records of these patients led to the following generalizations: As regards age, 
the incidence of surgical scarlet fever is about the same as that of the nonsurgical 
type with the exception that surgical scarlet fever is somewhat more common 
in infants because of the greater frequency of burns of the skin during the first 
few years of life. The period of incubation of surgical scarlet fever is relatively 
short; in about 25 per cent of the cases it was forty-eight hours or less. Super- 
ficial burns predispose to the disease, whereas operations involving the throat do 
not. Hemolytic streptococci are found less regularly in the throats of patients 
at the onset of surgical scarlet fever than in the throats of patients with the 
usual variety of the infection; the organism can be recovered from the throat 
toward the end of the illness with equal frequency in both types of the disease. 
In surgical scarlet fever the hemolytic streptococcus is harbored more commonly 
in the wound than in the throat. Obvious angina as a presenting symptom is not 
encountered so commonly in surgical scarlet fever as in the usual variety. The 
frequency of complications and recurrences is the same in both types of infection. 
In Karlstr6m’s series scarlet fever occurred somewhat more commonly in children 
who had lesions of the skin than in those whose skin was intact; however, the 
dependability of this finding could not be confirmed statistically. Furthermore, in 
the Crown Princess Lovisa’s Hospital for children the incidence of scarlet fever 
was the same in the medical and surgical wards. This observation was some- 
what at variance with the conclusion that burns increase susceptibility to the 
surgical variety of scarlatinal infection. McCune, New York. 


COMPARISON BETWEEN EPIDEMIC AND ENDEMIC POLIOMYELITIS; ENDEMIC IN 
CoPENHAGEN IN 1934. N. I. Nissen, Ugesk. f. leger 97:1003 (Oct. 3) 1935. 


During the endemic of poliomyelitis in Copenhagen from June to December 
1934, one hundred and thirty-two patients were treated. Nissen believes that the 
total number of cases of poliomyelitis was much higher, owing to many instances 
of the abortive type in which no diagnosis was made. The morbidity was rela- 
tively high among older school children and adults and was higher among men 
than women. A study of ninety-seven cases in the preparalytic stage showed 
that the symptoms of drowsiness, unrest, fibrillation, tremor, perspiration and 
muscular tenderness and a picture of dysphasia appeared oftener in patients in 
whom dementia paralytica developed after one or more days. The absolute cell 
count in endemic poliomyelitis, in contrast to that in epidemic poliomyelitis, is 
apparently not of special prognostic value. The mortality rate was lowest in 
infants, increasing with age. The severity of dementia paralytica and the prog- 
nosis were considerably more favorable in children at home and in school children 
than in persons of the older age group. ELcHAMMER, Chicago. 


3L00p PictuRE IN PoLIOMYELITIS. PREBEN Prium, Ugesk. f. leger 97:1012 
(Oct. 3) 1935. 

Plum states that in poliomyelitis the white blood cell picture usually shows a 
slight neutrophilic leukocytosis, more marked in the severe than in the mild form, 
with a slight shift to the left. The leukocytosis subsides slowly. In cases of 
paralysis of the respiratory muscles a relatively great increase in the number of 





liat. 


ten 
ont ) 
the 
Age, 
ical 
non 
irst 
rely 
er- 
do 
‘nts 
the 
oat 
Ase, 
nly 
not 
‘he 
on. 
ren 
the 
in 
ver 
ne- 


ABSTRACTS FROM CURRENT LITERATURI 605 


cranulated cells appears immediately before the paralysis, with a slight shift to 
-he left and moderate increase in the absolute number of leukocytes. Similar 
changes were noted in three cases of poliomyelitis in which bulbar paralysis, with- 
ut paralysis of the respiratory muscles, occurred. The blood picture in the non- 
oaralytic type of poliomyelitis does not differ from that in poliomyelitis with slight 
paralysis. The author considers the white cell picture a valuable aid in the diag- 
nosis of poliomyelitis in doubtful cases, especially in the differential diagnosis 
of pneumonia complicated with serous meningitis (meningism) and mn mparalytic 
poliomyelitis. ELGHAMMER, Chicago. 


ENCEPHALITIS POSTVACCINALIS IN THE NETHERLAND INDIES: SOME REMARKS 
IN CONNECTION WITH THE ARTICLE OF K. A. Sim (Am. J. Dts. Cuiip. 51:1171 
[May] 1936). J. H. pe Haas and W. J. C. Verwaart, Maandschr. v. kinder- 
geneesk. 5:71 (Nov.) 1936. 

The diagnosis in the case described by Sim is strongly doubted. With a rela- 
tively large pathologic material originating from children in the Netherland Indies 
who during life had shown a disease resembling encephalitis, microscopic investiga- 
tion demonstrated postvaccinal encephalitis in not a single case 


VAN CREVELD, Amsterdam, Netherlands. 


ENCEPHALITIS POSTVACCINALIS IN THE NETHERLAND INDIES K . SIM, 
Maandschr. v. kindergeneesk. 5:264 (March) 1930. 
Sim replies to de Haas and Verhaart, maintaining his opinion that his case 
was very probably one of postvaccinal encephalitis. 
\ 


VAN CREVELD, Amsterdam, Netherlands. 


Acute Infectious Diseases 


SPIROCHAETOSIS ICTEROHAEMORRHAGICA DEVELOPING DURING PREGNANCY. HENRI 

VivneEs, Progrés méd., May 30, 1936, p. 921. 

Vignes points out the particularly severe course which infection with the 
Spirochaeta icterohaemorrhagiae takes during pregnancy. The fetus is always 
invaded, and abortion or premature delivery is the rule. 

LesLiz, Evanston, Ill. 


SYMPTOMATOLOGY AND TREATMENT OF TypHoID IN INFANTS. JosE M. DA RocHa, 

Arch. de pediat., Rio de Janeiro 7:215 (Feb.) 1936. 

The following observations were made on thirty-eight children between the 
ages of 2 and 12 years: The most frequent symptoms were fever, bronchitis, 
“furry” tongue, enlarged spleen and liver, and constipation. There was no char- 
acteristic temperature curve. Blood cultures were positive in eighteen cases. The 
Widal reaction was positive in thirty-eight. Five patients died—one, 5 vears of age, 
with encephalitis; one, 10 years of age, with gangrene of the lung; one, 10 years 
of age, with pyelitis and noma, and three, 10 years of age, with pneumonia and 
ardiac failure. 

Among the thirty-three patients who recovered the following complications 
were noted: pneumonia in two; otitis in one; intestinal hemorrhage in one; pyuria 
n thirteen; nephritis in nine, and abscesses in one. In arriving at a diagnosis 
lifferentiation has to be made among gastro-intestinal disturbances, influenza, 
pneumonia, pyelitis, malaria and septicemia. A diagnosis can be made by the 
Widal reaction, blood culture and blood picture (leukopenia with increase of 
lymphocytes and diminution of eosinophils). 

The treatment consists of nursing care and administration of a high caloric diet 
nd aminopyrine. Da Rocha prefers this regimen to balneotherapy. 

SANForD, Chicago. 
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BACILLARY DyYSENTERY IN CUBAN INFANTS. A. ABALLI, Bol. Soc. cubana cd 

pediat. 8:236 (May) 1936. 

Aballi gives a detailed analysis of the dysentery syndrome from the epidemio 
logical as well as the clinical point of view, enlarging particularly on the pathogeni: 
effect of so-called dysentery bacilli of the Shiga, Strong, Flexner and Hiss types. 

Research work carried out at the municipal hospital for children has shown 
that organisms of the Shiga type are the most prevalent in Cuba. Aballi believes 
that whenever the disease presents itself in epidemic form, organisms of this typ: 
are most likely the etiologic factor. 

Large epidemic outbreaks have enabled him to study the clinical evolution of 
the disease as well as the histologic lesions. There are two great clinical groups 

the acute and the protracted. 

He reports good results with serum therapy, but is rather skeptical regarding 
vaccine therapy. He reports very favorable results from the use of sodium 
thiocyanate. He advocates repeated blood transfusions. Sey yrz, Chicago. 


TREATMENT OF MALARIA IN CHILDREN. BRAULIO XAVIER FiLHo, J. de pediat., 
Rio de Janeiro 3:165 (April) 1936. 


The author prefers plasmochine to quinine in the treatment of children and 
recommends that the dosage be as follows: 0.005 Gm. up to 1 year of age, 0.01 
Gm. up to 4 years, 0.02 Gm. up to 8 years and 0.03 Gm. for older children. 

SANForD, Chicago. 


Chronic Infectious Diseases 


THE BaciLttus OF CALMETTE AND GUERIN (BCG) IN THE IMMUNIZATION 
AGAINST TUBERCULOSIS. Sot Roy RosENTHAL, Illinois M. J. 69:209 (March) 
1936. 

Rosenthal states that B CG by intensive studies has been shown to be avirulent 
and effects a sort of immunity against tuberculosis. 

As the majority of persons eventually show a primary tuberculous complex 
caused by virulent organisms and thus a constant source of danger to the host, 
it would seem plausible to employ avirulent tubercle bacilli (BCG) to effect this 
primary infection, as by this method the disease may be constantly controlled 


and assayed. Barsour, Peoria, Ill. 


VACCINATION AGAINST TUBERCULOSIS—A COMPARATIVE STUDY IN MAN AND 
ANIMALS. H. J. Corper, A. P. DAmMERow, M. L. Coun and C. B. Vipat, 
J. Infect. Dis. 58:158 (March-April) 1936. 


The authors present some experimental evidence that in animals there is retarda- 
tion of virulent infection, usually from a previous vaccination with viable avirulent 
human and bovine tubercle bacilli. Toomey, Cleveland. 


THE DIAGNOSIS OF PULMONARY TUBERCULOSIS IN CHILDHOOD. MuLtTon I. LEVINE, 
M. Clin. North America 19:701 (Nov.) 1935. 


The special problems arising in the diagnosis of tuberculous disease in childhood 
relate chiefly to the type of disease encountered at this time of life, obviously, the 
primary infection. However, the adult type of tuberculosis, when it does occur 
in early life, pursues the same course as it does in the adult. The earliest evidence 
of tuberculous infection is the presence of a positive tuberculin skin reaction. This 
may be elicited from two to ten weeks after infection occurs. The size of the 
reaction does not appear to indicate either the extent or the activity of the infection. 
Children infected with the bovine type of bacilli usually give a positive reaction 
with the human type of tuberculin. While cutaneous sensitivity, once established, 
tends to become permanent, in certain persons it may disappear in the course of 
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time in the absence of reinfection. The diagnosis of primary infection by the 
roentgen rays may be exceedingly difficult not only because of the absence of 
distinctive signs but also because active tuberculosis may be simulated by non- 
tuberculous conditions. Roentgen evidence is valueless as indicative of tuberculous 
disease unless the skin test is positive. The roentgen findings in the more common 
types of infection—primary tuberculosis, miliary tuberculosis, epituberculosis and 
tuberculous bronchopneumonia—are discussed. 

The only absolutely positive evidence of active tuberculosis is the demonstration 
of the tubercle bacillus in the sputum. Since the child swallows its sputum, the 
necessity for examination of the washings of the stomach and examination of the 
feces should be more widely appreciated. The recently devised culture methods 
for the tubercle bacillus give promise of supplanting the inoculation of animals 
with material from persons with doubtful cases. The history, symptoms and 
physical findings, while valuable as sources of confirmatory evidence, must be 
interpreted strictly in the light of laboratory and roentgen findings and of the 
specific cutaneous reaction. Eucene Situ. Ogden. Utah. 


DIABETES INSIPIDUS AS A MANIFESTATION OF GENERAL MILIARY TUBERCULOSIS. 
nies 


J. W. Heaty, Brit. J. Child. Dis. 32:275 (Oct.-Dec.) 1935. 


The general subject of diabetes insipidus and the theories as to its causation 
are discussed. 

A case is reported of a boy of 2% years who had been very thirsty for two 
months. A culture of material from the throat showed a growth of diphtheria 
bacilli, but the throat showed no membrane. Diphtheria antitoxin was given, but 
an irregular fever persisted. The outstanding features, however, were the poly- 
dipsia and polyuria. The urine showed a trace of albumin occasionally but was 
otherwise normal. The lungs and heart appeared normal. Abdominal distention 
was controlled with solution of posterior pituitary, and this also relieved the thirst 
and polyuria. Meningeal signs developed, and the child died. The spinal fluid was 
clear and showed 37 cells but no tubercle bacilli. At postmortem examination 
marked external hydrocephalus was observed, with miliary tubercles scattered over 
both parietal lobes and over the left temporal lobe. The pituitary gland was 
practically completely replaced by tuberculous necrotic material. 

The fact that the diabetes mellitus appeared before other symptoms and that 
pituitary disease had progressed to a proportionately greater extent than the tuber- 
culous lesions elsewhere suggested that the onset of the syndrome probably coincided 
with the commencement of the tuberculous infiltration of the pituitary gland. 


LANGMANN, New York. 


RECURRING EpITUBERCULOUS INFILTRATION. I. H. ALANTAR, Arch. de méd. d. enf. 
39:171 (March) 1936. 

An organism with the so-called scrofulous diathesis of Czerny which later con- 
tracts tuberculosis need not exhibit always the typical signs of scrofula. The mani- 
festations of both disorders are revealed in an allergic state, in which predisposition 
must play an important role. In the period of infancy, scrofula presents itself 
often in the form of epituberculous infiltrations. These are commonly perifocal 
allergic reactions adjacent to primal infection and showing the usual glandular 
tumefaction. 

This phenomenon, formerly known as splenopneumonia or the massive pneu- 
monia of Grancher, is now designated as chronic but curable tuberculous pulmonary 
condensation. 

The symptoms are insignificant, but roentgenographic examination shows 
nvolvement out of all proportion to the clinical findings. 

A typical case of the disease in a boy of 6 is reported in deta 


\mMESSE, Denver. 
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PREVENTION OF TUBERCULOSIS IN SCHOOL CHILDREN. J. H. TUNTLER, J. GENEvRirER 

and H. KLernscHMiptT, Bull. Assoc. internat. de pediat. prevent., 1935, p. 133, 

In connection with the protection of school children from tuberculosis the 
following points call for examination: 

1. The prevalence of tuberculosis among the children. Cases of open and 
contagious pulmonary tuberculosis are extremely rare (the frequency being 1 in 
1,500). Cases of noncontagious and serous forms are much more frequent. 
diagnosis depends in the first place on periodic examination by the school physician, 
but all such diagnoses should be confirmed and completed by the antituberculosis 
dispensaries (by laboratory examination, roentgenography and other methods). 

2. The child is but rarely infected by his school fellows. The danger is more 
often from contact with teachers and attendants, who ought to be examined 
periodically. 

However, it will nearly always be found that the child has been infected in 
the family, whence arises the necessity for close collaboration between the various 
health services and for constant communication between the school medical inspector, 
the dispensaries and hospital services. 

3. The child exposed to tuberculous contacts should be immediately segregated 
and should be placed either in an open air colony, in a family (Grancher system) 
or in a preventorium, according to the general state of his health. 

Though today tuberculous infection in the child seems to proceed less rapidly 
than it did some twenty or thirty years ago and not to reach its maximum intensity 
until the age of 20, one still meets with a large proportion of tuberculous infection 
among children of school age. In cases in which evidence is available one can say 
that in the majority of cases this infection does not occur at school. Doubtless 
cases of open pulmonary tuberculosis among teachers and classmates play a certain 
part; one should not, however, exaggerate the importance of the notorious “unrecog- 
nized” carriers so much talked about lately. First of all, their number is less 
than in early childhood, and it is known that, in general, they do not infect even 
their brothers and sisters or their fellow boarders. In any case, on the strength 
of recent observations there seems to be no need to separate school children who 
react positively to tuberculin from those who react negatively. It is the infected 
adult who is the principal source of contamination, as is easily seen when all the 
children of a school have been given the tuberculin test and the results have been 
plotted on the local map. Extrafamilial sources of contamination are the more 
numerous. 

The consequences of infection during school age are not, in general, serious. 
It is known that the risks are much greater in the first years of life, and one 
observes grave forms of pulmonary tuberculosis during the period preceding puberty 
and during puberty itself. It follows that the children aged from 6 to 12 years 
must be considered as particularly free from danger of infection. But the temporary 
resistance of the child does not mean that he will not fall seriously ill later. 

The diagnosis is certain only when tuberculin tests are systematically and 
repeatedly carried out and, in case of a positive reaction, are followed by roentgen 
examination. Unfortunately, this sort of examination is often neglected today, 
except in cases in which the condition appears to be especially threatening. 

Infections caused by teachers and classmates have highly variable consequences, 
which depend, without doubt, on the more or less frequent risks of reinfection. 
The resistance natural to persons of this age group may be greatly lessened by 
reinfection; special precautions must therefore be taken to prevent contamination 
by teachers and classfellows. 

Student teachers must be examined before matriculation, preferably at an anti- 
tuberculosis dispensary; later, when engaged in their profession, they should 
undergo roentgen examination about every two years. Teachers and children 
suffering from contagious forms of the disease should be excluded from school 
and readmitted only when careful examination has shown them to be incapable 
of infecting others. A child suffering from any form of active pulmonary tuber 
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culosis should be considered preferably as contagious. Funds will have to be found 


to compensate teachers thus dismissed and school instruction arranged for tuber- 
culous children in sanatoriums. 

It is much more difficult to avoid infection out of school. Perhaps it is not 
even desirable for persons at this age to eschew all risk of contagion. One ought 
rather to pay attention to the problem of reinfection from family and household 


sources. 

To insure the right kind of environmental prevention the mass of the population 
will have to be educated, and that can best be done by beginning ear! it school, 
with simple lessons. 

In the matter of individual prevention, the bettering of economic and health 
conditions will be aimed at. In the selection of children for holiday camps or 
sanatoriums too much attention should not be paid to children of the age group 
in which there is the greatest resistance to tuberculosis, but rather to those of 
preschool age and to those who have reached the age of puberty. Consequently 
one must consider only the children suffering from active tuberculosis who have 
obviously been recently infected and who are permanently exposed to the disease 
or whose general health has been affected by the disease or by underfeeding. The 
length of the stay must be sufficient, and advantage should also be taken of the 
winter months. Additional food will increase the resistance of the infected children 
left at home, who will also be benefited by day camps, by air and sun baths and 
by treatment with ultraviolet rays. Avesse. Denver. 


TUBERCULOSIS IN 1936. P. LErREBOULLET and H. Gavots, Paris méd. 1:1 (Jan. 4) 
1936. 
This article reviews the progress in the study and control of tuberculosis made 
in the past year. It is divided into four sections: (1) the fight against tuberculosis, 
(2) biologic studies, (3) clinical studies and (4) prophylaxis and therapy. 


LESLIE, Evanston, IIl. 


DEFINITION OF PERIFOCAL INFILTRATION AND EpituBercUuLOosiIs. R. BENDA and 

M. Mottarp, Paris méd. 1:4 (Jan. 4) 1936. 

The authors add nothing to the understanding of either perifocal infiltration 
or epituberculosis, stating only that epituberculosis is a particular form of perifocal 
infiltration in which the congestive reaction is so vast and the principle focus so 
small that the former is responsible for the semeiologic manifestations. They 
have found that epituberculosis may occur in any stage of the disease, even in an 
adult whose disease is principally of the chronic ulcerative type. 

LESsLtr, Evanston, III. 


PROTECTION OF THE SCHOOL CuILpD AGAINST TUBERCULOSIS. J. GE ER, Paris 

méd. 1:13 (Jan. 4) 1936. 

This study shows that contact with other school children is a rare source of 
contagion in tuberculosis. It is contact in the family which is nearly always 
responsible for tuberculosis in the school child. Nevertheless, measures of pro- 
tection must include examination of pupils and of teachers and other employees 
if > to - 
of the school. Lesuiz, Evanston, II. 


SYNDROME OF CAVITATION IN ULCEROCASEOUS TUBERCULOSIS OF E INFANT. 
TrEoposio VALLEpOR, Bol. Soc. cubana de pediat. 8:11 (Jan.) 
The author reports observations of the condition described in the title in twenty- 
infants ranging in age from 2 to 30 months. It is noted in nearly 25 per cent 
autopsies on infants. In these cases there is always massive infection in the 
vironment. 
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The cavities may occur in the primary lesions or may be secondary in the 
course of tuberculous bronchopneumonia. The number, size, location and shape of 
the cavities is variable; generally they are single and unilateral and located in the 
middle or inferior lobe of the right lung. 

Roentgen examination offers the best means of detection of the cavity. In the 
infant the cavity often shows no definite wall. Hemoptysis is a rare symptom in 
infants. Vomiting of necrotic material is not common. Pneumothorax is the most 
common complication. The condition usually has a fatal termination. 


ScHLUTz, Chicago. 


HEMATOGENOUS FaAscrAL TUBERCULOSIS IN A NINE YEAR Otp Boy. Carta Pout, 
Monatschr. f. Kinderh. 65:279 (April) 1936. 


Pohl reports multiple symmetrical metastatic tuberculosis in the subfascial 
tissues of a 9 year old boy. Surgical operation was not employed. The patient 


recovered under general treatment. Gerstiey, Chicago 
LINKS smuX, € 


TUBERCULIN PAtcu Test. K. Anno, J. Pediat. (Tokyo), no. 424, Sept. 20, 1935, 

p. 1300. 

Ando classifies the percutaneous tuberculin tests into: 

1. Friction method: (a) tuberculin ointment (Moro); (b) undiluted tuberculin 
(Lignier, Wegerer, Lovett). 

2. Contact method: (a) tuberculin ointment (Habetin); (b) diluted tuberculin 
with water (Lautier and Kasahara) or plaster application (Blumenau and others). 

The author used the method employing adhesive plaster, and the results com- 
pared favorably with those of the Mantoux and the Pirquet test carried out simul- 
taneously. This method is recommended as being the simplest and most convenient. 


Kato, Chicago. 


On THE DECREASE IN TuBpercuLoUS MENINGITIS. A. WALLGREN, Acta pediat. 
18:474, 1936. 


This paper constitutes Wallgren’s reply to Allen Gunther’s criticism of the 
article of Wallgren and Nilssen which appeared in the Revue francaise de pediatrie 
(11:37, 1935). Gunther's attack was published in the Acta pediatrica (18:340 
[March 16] 1936) and abstracted in the AMERICAN JOURNAL OF DISEASES OF 
CHILDREN. 


Wallgren and Nilssen called attention to the recent decrease in the number of 
cases of tuberculous meningitis which has occurred in Gothenburg, Sweden, ascribing 
the diminished mortality, in part at least, to the public health measures undertaken in 
an intensive attempt to control tuberculous infection. Gunther admitted the fact bui 
denied that the credit was due to specific prophylactic agencies. He contended 
that similar improvement has been recorded in communities where formal steps 
have not been taken to check the spread of tuberculosis. He ascribes the diminu- 
tion in the number of cases of tuberculous meningitis to the general decline of 
the death rate from tuberculosis among persons of all ages; also, to the falling 
birth rate, which leads to a decrease in the size of the susceptible group. In 
retaliation Wallgren points out certain defects in Gunther’s data and certain 
statistical errors in the latter’s paper which render his criticism ill founded 
Asserting that both Gunther and he see eye to eye with reference to the principles 
underlying the prevention of infantile tuberculosis, he regrets Gunther’s deprecatory 
attitude toward the work of the clinics for tuberculosis; such an attitude, if 
stoutly maintained, will undermine the enthusiasm on which the continuation ot! 
much fruitful public health work is dependent. 

This is one of those pleasant polemics which from time to time enliven the 
European literature and which make contemporary American periodicals seem 
somewhat stern by comparison. McCune, New York. 
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OcCURRENCE OF TUBERCLE BACILLI IN SECRETION OF FASTING STOMA‘ 
7 


pREN. G. J. Huet, Maandschr. v. kindergeneesk. 5:149 (Jan.) 193 


Huét gives the results of a careful examination (by Dr. Boer and Dr. Ruys) 
for tubercle bacilli in the gastric lavage of children under treatment in a sana- 
torium for so-called closed pulmonary tuberculosis. Each sputum was tested on 
eight Lowenstein mediums and in one guinea-pig. 

\mong the children with tubercle bacilli in the gastric contents two groups 
could be distinguished: (1) infants and children apparently still suffering from a 
primary infection and (2) children with advanced pulmonary tuberculosis. In the 
first group of children it seemed that the excretion of bacilli was a frequent 
sign. Among the children in this group (aged from 1 to 10 years) bacilli were 
found as follows: 
with B 

Classification in Gast 
54 children with active tuberculosis 
26 children with activity dubious 
49 children with inactive tuberculosis. . 


Children of this type must be considered as having a contagious disease, though 
there are several reasons to believe that under normal conditions the contagious- 
ness is not great. Many authors agree that contagiousness can increase when 
coughing occurs, even when this is caused by nonspecific infections of the upper 
respiratory tract, and when vomiting and other signs occur. In the majority of 
cases (twenty-four) the bacilli disappeared within from fourteen to fifteen months 
after the clinical onset; five children did not lose their bacilli until after 
a lapse of from nineteen to twenty months. In four patients the bacilli are still 
present; in one of these a maximum of forty months has been attained, counting 
from the beginning of the disease. Among children of the second group (aged from 
10 to 18 years), with advanced tuberculosis, bacilli were found as follows: 

Children 
with Bacilli Present 
Classification in Gast Contents 


50 children with active tuberculosis..... $%) 
8 children with dubious activity 
8 children with inactive tuberculosis 


Thus among 50 children with apparently closed active advanced pulmonary 
tuberculosis 74 per cent showed bacilli in the contents of the empty stomach. 
Cases of this type of tuberculosis must be considered as far more dangerous, as this 
type often precedes open pulmonary tuberculosis with a roentgenoscopically visible 
cavity. Also coughing is a frequent symptom in cases of this type. 

Therefore the quantity of the bacilli, as well as the probability that they will 
not be swallowed but expectorated by coughing, leads Huét to maintain that, com- 
pared with the danger of cases of primary infection, the contagiousness in these 
advanced cases will be far greater. vAN CreveLp, Amsterdam, Netherlands. 


Diseases of Blood, Heart and Blood Vessels and Spleen 


ELECTROCARDIOGRAMS ON 167 AvERAGE HEALTHY INFANTS AND CHILDREN. 

Burnett and E. L. Tayrtor, Am. Heart J. 11:185 (Feb.) 193¢ 

A study was made of 1,276 electrocardiograms obtained from 167 healthy 
children, ranging in age from 3 weeks to 12 years. 

The individual variations in the electrocardiograms were greater than those 
of the present accepted standards for the electrocardiogram of the normal adult. 

The amplitude of the P wave was higher and lower than that in the tracing for 
the normal adult. Notched forms occurred in all leads. R waves were also found 
to show greater variation in height than is considered normal in the adult. Slur- 
ring of the R wave was found in 36 per cent of the records and notching in about 
+5 per cent. Right axis deviation was frequent in the first three months of life. 
left axis deviation was occasionally noted in the tracings of healthy children. 


Gipson, Chicago. 
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TETRALOGY OF FALLOT (EISENMENGER TYPE) WITH HyYPpopPLASIA OF THE DeExtio- 
posED Aorta. J. E. Tattey and K. Fow er, Am. J. M. Sc. 191:618 (May) 
1936. 


A case is reported demonstrating the tetralogy of Fallot (pulmonary stenosis, 
interventricular septal defect, deviation of the origin of the aorta to the right and 
hypertrophy of the right ventricle). Fallot first published a series of articles on 
the subject in 1888. The present case was observed in a woman of 31 years, who 
was born prematurely at 8 months and was a “blue baby.” She developed 
normally both mentally and physically, passed through two pregnancies and took 
care of her own house to within a month of her death. The diagnosis was con- 
firmed at autopsy, and in addition there was hypoplasia of both the thoracic and 


the abdominal aorta. HeENSKE, Omaha 


COARCTATION OF THE AORTA WITH INTERMITTENT LEAKAGE OF A CONGENITAL 
CEREBRAL ANEURYSM: Report OF A CASE. T. W. BAKER and W. D. 
SHELDON, Am. J. M. Sc. 191:626 (May) 1936. 


A case is reported in a young woman of 25 years, still living. An outline of 
diagnostic signs is given, and the pathology of the anomaly is discussed. Accord- 
ing to a statement, an unusually large number of consecutive necropsies indicated 


that coarctation of the aorta occurs far more frequently than is clinically 


appreciated. HeENSKE, Omaha. 


EarLy INCIDENCE OF SPONTANEOUS MEDIAL DEGENERATION (‘“ARTERIOSCLERGSIS” ) 
IN THE AorTA OF THE RaAssit. H. D. Kesten, Arch. Path. 20:1 (July) 1935. 


These experiments were undertaken to reproduce in the arteries of rabbits the 
lesions that have been reported as presumably transmitted by mothers that have 
received viosterol to their young (Junck, A.: Virchows Arch. f. path. Anat. 
283:265, 1932). The rabbits used were the successive litters of several mothers 
by a single father. 

Spontaneous medial degeneration was observed in 54 per cent of 125 rabbits. 
No significant difference between the young of treated and untreated mothers 
was demonstrable. Furthermore, lesions were found at the age of 10 days, and 
the incidence increased to 87 per cent at the age of 8 months. 


APFELBACH, Chicago. 


IX PERIMENTAL CHOLESTEROL ARTERIOSCLEROSIS AND Its RELATIONSHIP TO HUMAN 
ARTERIOSCLEROSIS. G. LyMAN Durr, Arch. Path. 20:81 (July); 259 (Aug.) 
1935. 

This comprehensive review of the experimental production of cholesterol 
arteriosclerosis covers the history of this form of experimentation, descriptions 
of the gross and microscopic experimental lesions and observations relating 
to the differences between spontaneous and experimental arteriosclerosis in rabbits, 
the alterations in the arteries of birds and mammals from excessive ingestion of 
cholesterol and the remote anatomic effects of this experimental method. 

In addition, Duff draws conclusions from his experiments, among which are: 
Some injury to the arterial wall is the primary event in the development of 
experimental cholesterol arteriosclerosis in rabbits. There are important differ 
ences between arteriosclerosis in man and the lesions occurring in experimental 
cholesterol arteriosclerosis. In spite of the normal differences between man and 
rabbits which might be used to explain the differences in the two diseases, there 
is no valid reason to believe that excess of cholesterol in the diet plays any rok 
in the causation of arteriosclerosis in man. 

In addition to the account of the experiments of the author, the excellent 
description of previous studies made by this experimental method is recommended 


APFELBACH, Chicago. 
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irrecT OF IODINE ON CHOLESTEROL-INDUCED ATHEROSCLEROSIS DorotHy R. 
Meeker, H. D. Kersten and James W. Jostine, Arch. Path. 20:337 (Sept.) 
1935. 

The experiments were directed toward studying the therapeutic effects of 
iodine on cholesterol-induced atherosclerosis in rabbits. Potassium iodide was 
administered with the food for from one to three months. The authors were 
unable to observe any influence on the rate or on the nature of the involution of 
the vascular lesions. APFELBACH, Chicago. 


SpoNTANEOUS ARTERIOSCLEROSIS IN Rats. W. C. Hueper, Arch. Path. 20:708 

(Nov.) 1935. 

The important organs of seventy-five adult white rats were examined for 
arteriosclerosis. In the small and medium branches of the pulmonary artery, 
subendothelial cone-shaped calcified foci were found, most frequently near the 
bifurcations. Occasionally the media was also involved. Similar lesions were not 
found in the arteries of other organs. Apre.pacu, Chicago. 


EssENTIAL HyperTENSION IN Boy oF Two YEArS oF AGE. HELEN B. TAUSSIG 
and Douctas B. ReMsEN, Bull. Johns Hopkins Hosp. 57:183 (Oct.) 1935. 
When first seen a boy showed cardiac enlargement and cardiac failure, indicat- 

ing that hypertension had existed for some time. He was observed for eight 

months, during which time the blood pressure was 130 systolic and 100 diastolic 
in both the arms and the legs. Detailed studies gave no adequate explanation for 
the persistent hypertension. Cardiac failure was progressive to death. At autopsy 
the lesions in the kidney (slight scarring along the cortical margins) were different 
from the arteriolar and glomerular changes usually associated with hypertension, 
but the case was considered to be one of essential hypertension 

LyttLe, New York. 


PuRPURA IN CHILDREN. CARROLL M. Pounpers, South. M. J. 29:317 (March) 
1936. 


Thrombocytopenic purpura appears to be a form of primary blood dyscrasia 
in which the relation to the platelets is similar to that of pernicious anemia to 
the erythrocytes. The disease occurs in both the acute and the chronic form, and 
its etiology is unknown. The diagnosis depends on the finding of a low platelet 
count, normal clotting time, prolonged bleeding time and nonretractility of the clot. 
The acute form may terminate by recovery or death, or it may become chronic. 
The chronic form seems to be more common in females. The giving of repeated 
blood transfusions is a valuable measure for prolonging life but does not appear 
to be curative. The only effective remedy is splenectomy. This is indicated in 
both the chronic and the acute forms, especially in instances in which repeated 
blood transfusions have been given. It should be performed only after thorough 
study of the blood has established the diagnosis beyond questiot 


ScH r Chicago. 


SPLENECTOMY FOR THROMBOCYTOPENIC PURPURA. GWENDOLINE S H, Brit. M. J. 
4:157 (Jan. 25) 1936. 

Smith gives the following conclusions: 

“1. A case of acute purpura haemorrhagica in a woman of 41 irs is recorded. 
Splenectomy was successfully performed, and the patient remains in very good 
health fifteen months after operation. 

“2. The immediate and remote results of splenectomy for this condition are 
discussed. 
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“3. Conclusions based on published cases show that splenectomy is certain! 
indicated in acute cases with severe bleeding, and delay in operating adds to the 
operative risks. In chronic cases splenectomy should be considered in all except 
the mild ones, but though the immediate mortality rate is much lower, permanent 
cure cannot be expected in every case. Royster, University, Va. 


SToOvARSOL (ACETARSONE) IN THE TREATMENT OF CONGENITAL SYPHILIS. H. S 
MITCHELL, Canad. M. A. J. 33:377 (Oct.) 1935. 

The following dose of acetarsone is recommended: 5 mg. per kilogram of bod) 
weight each day for one week; 10 mg. per kilogram a day, the second week; 15 
mg. per kilogram a day, the third week, and 20 mg. per kilogram a day until the 
ninth week. A rest of six weeks is given, and the course is repeated, irrespective 
of the serologic reaction. Better absorption is obtained if the drug is given 
one-half hour before meals in water or milk. 

The results are as good as those obtained with neoarsphenamine; the toxic 
manifestations are less severe, and the ease of administration insures better coopera 
tion on the part of the parents and consequently more thorough treatment and 
extended observation. Moore, Omaha. 


THE TREATMENT OF CONGENITAL SYPHILIS wITH StovaArsot. A. M. DAvipson 
and ArTHUR H. Birt, Canad. M. A. J. 34:33 (Jan.) 1936. 

Fifty-one patients with congenital syphilis were studied through the outpatient 
department of the Winnipeg Children’s Hospital, and thirty-seven patients with this 
condition were treated with acetarsone, administered by mouth. 

With acetarsone therapy, more than twice as many cures were obtained in 
one-third the time required with methods employed prior to the use of acetarsone. 
Only three patients had mild toxic symptoms. This method offers the following 
advantages over other forms of treatment: simplicity of exhibition, regular attend- 
ance at the clinic, fewer toxic effects and reduced cost of treatment. 

Moore, Omaha. 


Two Cases oF ENDOCARDITIS IN INFANTS. E. S. Gippines, Canad. M. A. J. 

35:71 (July) 1936. 

1. An infant which died at the age of 2 months had been subject to. cyanotic 
spells beginning at the age of 2 weeks. The cyanosis and difficulty in respiration 
increased until death. Postmortem examination showed subacute bacterial endo- 
carditis with terminal bronchopneumonia. 

2. In one of new-born twins cyanosis and difficult respiration developed on the 
fourth day. Physical examination of the heart at this time revealed nothing 
abnormal. The postmortem investigation showed pneumococcic endocarditis. 

Moore, Omaha. 


CONGENITAL CARDIAC HypertropHy. Ropert Despre, Jur1AN Martie and J. 
BARNARD, Arch. de méd. d. enf. 39:98 (Feb.) 1936. 

Debré, Marie and Barnard report the case of an infant with an excellent family 
history and in normal health for fifteen days after birth who suddenly was seized 
with convulsions. These attacks occurred daily and lasted for three or four 
minutes, to be followed by natural sleep. The child was first seen by the family 
physician, who found a mesocardiac systolic murmur, suggesting Roger’s syndrome. 
At the time of the examination by Debré and his associates, Nov. 13, 1934, a 
very loud systolic souffle could be heard over the entire precordial region; the 
pulse rate was 140 and the respirations 68, although the infant was apyretic; the 
spleen was easily palpable, and auscultation of the lungs was without result. There 
was retraction of the epigastric region on inspiration. Roentgenologic surveys 
revealed an enlarged heart, globular in shape and drawn to the left, with an 
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ibscurity in the upper part of the left lung. The diagnosis of Roger’s disease 
was confirmed, and the convulsions were attributed to some error in cerebral 
development accompanying that of the heart. During the next three weeks 
the seizures disappeared, and the patient seemed to enjoy normal health. On 
December 8 the infant suffered a severe attack of dyspnea; the convulsions 
returned, and death ensued two days later. During this terminal attack a 
definite diagnosis of congenital hypertrophy was made. Autopsy showed an 
enormously enlarged thymus and marked hypertrophy of the heart without valvular 
involvement. 

In the discussion of the origin two hypotheses are offered, which might with equal 
force be presented in explanation of a similar congenital hypertrophy of the pvlorus. 
Che first theory concerns defects of metabolism, especially of that of glycogen and 
fat, with a deposit of such substances in the muscle fibers; the second assumes 
that trophic disturbances provoked local hypertrophic reactions. 

AmeEssE, Denver. 


VARIATION IN THE VISCOSITY OF THE BLooD AND SERUM IN VARIOUS Morsip 
STATES OF INFANCY. Emit. HURMUZACHE and ELIsE Sapira, Bull. Soc. de 
pédiat. de Iasi 6:61 (April-June) 1935. 

Studies were made on 100 children under 3% years of age. Viscosity of the 
whole blood was found to be increased in moderate malnutrition and in rickets. 
The variation in viscosity of the blood in other conditions showed no consistency. 
The degree of viscosity varied directly with the hemoglobin content. Variations 
in the viscosity of the serum were too small to be of any significance. 

Lestiz, Evanston, II. 


PREVENTION OF LATE MANIFESTATIONS AND RELAPSES IN CONGENITAL SYPHILIS. 
E. Lesné and A. Lrnossrer-Arpoin, J. de méd. de Paris 55:1096 (Dec. 12) 
1935. 

After the report of three cases in which late manifestations of syphilis occurred, 
the authors formulate the following rules: (1) The ideal preventive procedure is 
treatment of the parents, particularly of the mother during pregnancy; (2) when 
this has not been carried out and the child is born without apparent stigma, pre- 
ventive treatment of the child is necessary; (3) when a child presents a syphilitic 
lesion, intense and prolonged treatment (five years) is necessary to assure its future; 
(4) the finding of syphilis in a child should demand clinical and serologic examina- 
tion of the brothers and sisters. Lest. Evanston, Til 


HEART DISEASE IN 1936. PAut Harvier and Rocer Boucomont, Paris méd. 1:361 
(May 2) 1936. 
This is a review of the literature for the year 1936 on disturbances of the 
cardiovascular system. Numerous references are given. The body of the article 
consists of brief statements concerning observations by various authors. 


LeEsLiE, Evanston, Il. 


ANEMIAS OF INFANCY. Maurice LAmy, Rev. meéd.-sociale de l’enf. 4:1 (Jan- 
Feb.) 1936. 

The author divides the anemias of infancy into two classes: (1) simple 
anemias and (2) those of the von Jaksch type. The former are characterized 
by a lowering of the color index with or without a decrease in the red blood 
cell count; the latter, by a marked decrease in both the red cell count and the 
percentage of hemoglobin, with the color index keeping near 1, and by splenomegaly 
and a marked reaction of the marrow. He considers the causes to be the same 
for both, viz., hemorrhages, infections, parasites, digestive disturbances and dietary 
deficiency. Browne. Detroit. 
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THE THROMBOCYTOPENIC PURPURA OF WERLHOFF. ALEJANDRO VOLPE, Arch. d 

pediat. d. Uruguay 7:405 (Sept.) 1935. 

Volpe reports a case of thrombocytopenic purpura in @ child aged 4 year 
The manifestations began at 8 months, were followed by a second fairly mild 
attack and finally by an extremely severe attack at 4 years. All the purpuri: 
symptoms were cutaneous. Absolute thrombopenia was present, and the bleeding 
time was extraordinarily increased. Complete cure was effected by subcutaneous 
injection of the father’s blood. Scuiutz, Chicago. 


New Stupres OF CLINICAL FEATURES AND PATHOGENESIS OF NIEMANN-PICk’s 
Disease. T. BAUMANN and M. Esser, Schweiz. med. Wchnschr. 66:6, 1936. 

The clinical, laboratory and pathologic observations in a case of Niemann- 
Pick’s disease, thoroughly studied over a period of six months, are presented by 
3aumann. The blood cholesterol content was normal in amount; the phos 
phatide content was slightly decreased. The excretion of cholesterol was from 
ten to twenty-five times that in a normal child, and the cholesterol content of the 
bile was seven times the normal amount. The retention of nitrogen varied 
remarkably, being 72 per cent in one period and 1 per cent in another. On 
pathologic examination all the tissues except the skin contained large numbers of 
Pick’s cells. The bones and muscles showed marked mineral impoverishment, 
whereas the skin, the only tissue histologically free from disease, was overladen 
with minerals and seemed to act as a mineral depot. 

Esser describes the morphologic and bacteriologic findings in the blood of 
this patient. Basophilic reticulum cells occurred in proportions of about 2 per cent 
of the total leukocyte count. Reticular giant cells from 45 to 55 microns in 
diameter, seen singly on the smears, are described for the first time. Many of 
these cells contained cocci, usually diplococci, less often single. These cocci could 
not be seen in other cells or extracellularly. Foam cells in the peripheral blood 
were another unusual observation. These three types of cells and also the intra- 
cellular cocci were likewise observed in a case of Schiiller-Christian’s disease. 

Wieland, in discussing these observations, agrees with Baumann’s view that 
the pathologic process in Niemann-Pick’s disease is probably not an overproduction 
of lipoids with secondary deposition in the reticular and parenchymal cells, as 
conceived by Pick, but rather a general injury to the cells, an “endogenous dys- 
function,” with excretion of products of degeneration into the body of the cell, a 
theory expressed before that of Pick by Schlagenhaufer, Kraus and Aschoff. 
Wieland considers it not improbable that an etiologic relationship exists between 
the cocci discovered by Esser and the disturbances of the reticulo-endothelial 


system. CRANE, Chicago. 


NATURE OF THE PHOSPHATIDES AND OTHER LipipSs IN THE BRAIN AND LIVER IN 

NIEMANN-Pick Disease. A. KLENK, Ztschr. f. physiol. Chem. 235:24, 1935. 

It was previously reported that there is a great increase in the sphingomyelin 
content of the spleen in Niemann-Pick disease. The content of lecithin and 
cephalin fractions was very small. In the study of a case of this condition the 
brain and liver were also found to contain an unusually high content of sphingo- 
myelin. The glycerophosphatides (lecithin and cephalin) showed a high content 
in the liver, although in both the spleen and the liver these values are probably 
in the upper limit of normal. In the brain the high sphingomyelin content 
was in marked contrast to the almost complete lack of cerebrosides. The sphingo- 
myelin in both the spleen and the liver in this case of Niemann-Pick disease was 
composed of a mixture of lignoceric acid, nervonic acid, stearic acid and palmitic 
acid compounds. However, in the brain there was almost a pure stearosphingo- 
myelin. This is the first time that the isolation of such a pure substance from the 
brain has been successful. On the other hand, there was a lack of Ca acids, which 
seemed to be unusual. 
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\ discussion of the relationship of these findings to those in amaurotic family 
idiocy (Tay-Sachs disease) and in Gaucher’s disease is given. The steps in the 
analyses of the various fractions are given in detail, with a discussion of the 
possible significance, HANSEN, Minneapolis. 


Report OF A CASE OF AGRANULOCYTOSIS IN AN ELEVEN YEAR OLD Giri. IRENE 
3ALUKIEWICZ, Pedjatrja polska 15:123, 1935. 

Agranulocytosis occurs rarely in children. The condition in tl case was 
diagnosed as diphtheria until the blood count was taken. The etiology and 
pathogenesis of this malady are not clear. However, there are usually injuries 
to the red bone marrow. Agranulocytosis was described by Schultz in 1925 as 
a disease entity. KruPINSKI, Chicago. 


TRANSFUSION OF SToRED Bioop. G. G. KARAvVANOY, Vrach. delo 18:131, 1935. 


Karavanoy discusses the problem of transfusion of stored blood and presents 
his clinical observations on 102 patients who received transfusions by this method. 

A study was made of the following problems: 

1. The clinical reaction of the patient to the transfusion of stor: lood. 

2. The influence of this method of transfusion on the course of the disease. 

3. The influence of preserved or stored blood on the qualitative and quantitative 
composition of the blood of the recipient 

The conclusions were as follows: 

1. The transfusion of stored blood may find clinically a wide u . This 
method is of value particularly in emergencies. 
2. Shortly before transfusing the blood must be checked thoroughly for hemol- 


ysis, and for sterility. Hemolysis, however slight, is a contraindication to its use. 


3. The proposed method of obtaining a sample of blood for examination pre- 


vents secondary contamination of the remaining portion of the blo« 
4. A definite general stimulation follows the transfusion of stored blood 
5. The optimum period of preservation is one under from six to seven days. 
6. Transfusion of stored blood cannot replace other methods « lood trans- 
fusion in all cases, but it is a valuable supplement, particularly for immediate 


transiusions. 30DER, ] \ngeles. 


DraGNosts OF ENpocarpitis. E. A. CHERNIKOov and O. Bortz, Vra lelo 18:211, 
1935. 

Chernikov and Bortz discuss the present status of the diagnosis of endocarditis 
and propose a new procedure to aid in making the differential dia is between 
so-called endocarditis simplex and other forms of endocarditis. 

They believe that the diagnosis of endocarditis is made too ently, and 
that, although there are no pathognomonic signs or symptoms o! locarditis, a 
low grade fever is present most constantly and is characteristic of the disease. 

The new diagnostic procedure is based on the observation that a relative lympho 
cytosis is usually characteristic of the blood picture in endocarditis simplex, 
whereas neutrophilia is most frequently present in the septic form of endocarditis. 
Since the aforementioned blood picture is usually present but not vays suffi- 
ciently obvious, the authors devised a method which brings out mori stinctly the 
characteristic leukocytic reaction. This procedure consists in a subcutaneous or 
intradermal administration of an antigen which, by producing a reaction against 
loreign protein, brings forth more distinctly the characteristic lymphocytic response 

endocarditis simplex. Milk in quantities of from 3 to 5 cc. administered sub- 

itaneously was used most successfully as an antigen. Differential counts were 
de on the blood of the patients who were fasting previous to the tion, then 
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from two to three hours after the injection and finally twenty-four hours after the 
injection—all before breakfast. 

The results obtained demonstrated that twelve of sixteen patients whose con- 
dition was clinically diagnosed as endocarditis simplex, or 75 per cent, had pri 
nounced leukopenia with relative lymphocytosis after the injection. The test was 
done likewise on forty-three patients with other forms of endocarditis. 

In patients with acute rheumatic fever as well as in those with septic endo- 
carditis the reaction was most frequently that of slight leukocytosis with relative 
neutrophilia, while in patients with the subacute forms of articular rheumatism 
the reaction was variable. 

The authors’ conclusions are as follows: 1. In patients with endocarditis 
simplex the most frequently observed reaction following subcutaneous administra- 
tion of milk is that of relative lymphomonocytosis, with a variable degree of 
leukopenia. 2. A leukocytic reaction characteristic of a disease can frequently 
be reinforced and made more obvious by the administration of an antigen such 
as milk, thus aiding in the diagnosis of a disease. 30dER, Los Angeles. 


THREE CASES OF INFANTILE LEUcEMIA. H. Murata, J. Pediat. (Tokyo), no. 428, 

Jan. 20, 1936, p. 88. 

Three cases of leukemia in infants observed by the author in ten years are 
reported. The first case was one of acute myeloblastic leukemia in a 4 month old 
boy with a maximum leukocyte count of 96,200, of which 73 per cent were 
myeloblasts. The second case was one of subacute myeloid (mixed cell type) 
leukemia in a 5 month old boy with a maximum leukocyte count of 169,600, of 
which 5 per cent were myeloblasts and about 80 per cent were neutrophilic granulo- 
cytes in all stages of development. The third case was one of acute lymphatic 
leukemia in a 4 month old boy with a maximum leukocyte count of 227,200, of 
which all cells belonged to three varieties of lymphocytes. Only in the last case is 
the confirmatory diagnosis based on postmortem examination given. The first 
two patients were treated by roentgen irradiation. The duration of the disease 
was one month in the first and third cases and two months in the second. 


Kato, Chicago. 


THE ELECTROCARDIOGRAM OF THE PREMATURE INFANT. C. E. RAIHA, Acta pediat. 
18:440, 1936. 

Raiha reports the results of serial electrocardiographic examinations of forty- 
five premature infants; some of the infants were followed for several months. He 
agrees with the conclusion of previous investigators that the electrocardiogram of 
the premature infant is not a typical one. As the infant grows older the complexes 
assume greater amplitude. This phenomenon may depend on developmental 
changes in the relative force of the two halves of the heart or on changes intrinsic 
in the heart muscle itself. In the premature infant the alpha angle is smaller 
during the first weeks of life than it is in the full term infant of the same age; the 
magnitude of the angle decreases more slowly in the premature than in the full 
term infant. In seventeen of the patients certain irregularities were observed in 
the formation and conduction of the electrical impulses; these were of an ephemeral 
nature and apparently did not depend on infection or on disease of the myocardium. 
They were thought to be of reflex origin and to be related to the position of 
the heart as well as to peculiarities in the structure of the myocardium and 
the coronary system which are common in premature infants. The paper 
copiously illustrated and contains a brief bibliography. 

McCune, New York. 
PAROXYSMAL TACHYCARDIA AND BUNDLE BRANCH BLocK IN A Boy oF ELEVEN. N 
FAaxeEn, Acta pediat. 18:491, 1936. 

Although adults who suffer from paroxysmal tachycardia usually state that 

their attacks began in childhood, only about thirty-five cases of this condition in 
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children have been reported in pediatric literature. It is possible that this dis- 
crepancy may result from the fact that the attacks in children are often relatively 
asymptomatic. Paroxysmal tachycardia is usually a manifestation of organic 
lisease of the heart, although occasionally it is the result of pathol conditions 
uitside the heart, such as elevation of the diaphragm, encephalitis, irritation of 
the vagus nerve and pertussis; it is not commonly a consequence of acute rheu- 
matic fever. Four mechanisms are described: auricular, ventricular and nodal 
tachycardia and auricular flutter. Some writers assert that auricular extrasystoles, 
auricular tachycardia and auricular flutter are closely allied from a functional 
point of view, although pathogenically somewhat dissimilar. The symptomatology 
may be meager; infants usually exhibit slight cyanosis during the attacks; loss 
f consciousness may occur. Children usually tolerate the illness well, although 
sudden death may occur from embolism. The disease is compatible with long life. 
It is generally agreed that manifestations of myocardial insufficiency indicate a 
poor outlook. Electrocardiographic examination is of the highest importance in 
establishing a prognosis. 

Faxén reports the case of an 11 year old boy who had recently suffered from 
an illness resembling acute rheumatic fever. The onset of paroxysmal tachycardia 
was announced by palpation, which commenced suddenly and terminated abruptly 
several times during the few weeks preceding entry into the hospital. On admis- 
sion the boy exhibited only pallor, a heart rate of 220, slight cardiac enlargement 
and a harsh short apical systolic murmur. The electrocardiogram showed a rapid 
rate and alteration of the complexes, suggesting bundle branch block. The attack 
subsided suddenly without treatment on the day after admission Che electro- 
cardiograph showed improvement but did not show a return to normal. How- 
ever, no similar episodes were noted curing the subsequent few months of 
observation. It was felt that the underlying lesion was a combination of congenital 
heart disease with superadded acute rheumatic infection. 


McCune, New York. 


INCREASE IN RETICULOCYTES FOLLOWING INJECTION OF ANEMIC S M. ERLING 

Hyort, Norsk mag. f. lagevidensk. 97:270, 1930. 

Intravenous injection of serum from rabbits recently bled produced in one 
third of the animals receiving the injection an increase of the percentage of 
reticulocytes. This increase correspondéd to that usually seen after considerable 
hemorrhage. Anemic serum from one and the same rabbit may in two other 
animals give a considerable increase in the number of reticulocytes in one and no 
particular increase or even a fall in the other. 

The great increase in the number of reticulocytes was not followed by a 


corresponding increase in that of the red corpuscles. 
Toverup, Oslo, Norway. 


Diseases of Lungs, Pleura and Mediastinum 


\n ANALYSIS OF THREE HuNprRED CASES OF ASTHMA IN CHI N. EpWarb 
Scotr O’KEEFE, New England J. Med. 214:62 (Jan. 9) 193 
The average age of the patients at the time of examination was 7 years and 
9 months. Between twenty and fifty tests with protein were made on each child, 
the common food, animal and pollen allergens being used. The scratch method 
was most commonly employed, although in the last year many of the tests with 
pollen and animal emanations were made by the intradermal method as well. 
lhe combined methods gave positive results in a much higher percentage of cases 
of pollen disease than when the scratch method alone was used 
In about 10 per cent of the patients the onset of the asthma was in the first 
ear, and in 12 per cent, in the second year. In 66 per cent the asthma began 
uring the first six years. The average age at onset for the entire group was 
) years. 
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In 38 per cent of the cases there was a family history of allergy, and in 28 
per cent of these cases the asthma was complicated with eczema, hay fever or other 
allergic conditions. Of patients having a negative family history, 23 per cent 
showed allergic conditions complicating the asthma. Of the children with a 
positive family history, 30 per cent, and of the group with a nonallergic family 
history, 34 per cent, showed multiple sensitization. 

An analysis of the cases in allergic families showed that one or both parents 
were allergic in 40 per cent of the cases; in 37 per cent the grandparents had been 
allergic; in 16 per cent the brothers or sisters were allergic. In this group, the 
relatives showed asthma in 53 per cent of the cases, hay fever in 26 per cent 
eczema in 13 per cent, urticaria in 1.5 per cent, migraine in 1.5 per cent, vasomotor 
rhinitis in 1 per cent. Asthmatic parents transmit a tendency toward asthma rather 
than a tendency toward one of the other allergic conditions. 

A chart shows foods and animal emanations to be of about equal importance 
during the second year. From the second year on, for several years, the animal 
emanations become more important and the foods less important. Pollens remain 
comparatively unimportant until the ninth year, when they are found to show 
the highest percentage of positive tests. All the allergens show a peak of positive 
reactions during the eighth and ninth years, and again during the thirteenth and 
fourteenth years. 

There were 155 positive reactions for foods. Of these, 21 per cent were for 
egg, 18 per cent for wheat, 9 per cent for milk and 6 per cent for potato. The 
four foods just mentioned account for 54 per cent of the 155 positive reactions 
for foods. For the group of animal emanations there were 257 positive reactions; 
of these 31 per cent were for cat, 24 per cent for dog, 18 per cent for horse, 
15 per cent for chicken feathers and 6 per cent for goose feathers. The pollens 
gave a total of 256 positive reactions. Of these, 30 per cent were to ragweed, 
18 per cent to timothy, 17 per cent to orchard grass, 16 per cent to red top, 7 per 
cent to cocklebur and 6 per cent to plantain. House dust was frequently found 
to cause positive reactions. 

Of the 300 persons tested, 67 per cent were found reactive to one or more 
allergens, 47 per cent to animal emanations, 29 per cent to pollens, 25 per cent 
to foods and 5 per cent to miscellaneous substances. GENGENBACH, Denver. 


CoNGENITAL LuNnG Cysts. J. D. ADAMSON, Canad. M. A. J. 35:1 (July) 1936. 


Four cases of congenital pulmonary cysts are reported. In forty-nine recent 
cases described in the literature about twice as many males as females were 
affected. Cases are discovered at all ages, with percentages as follows: infancy 
(including the stillborn), 20; first decade, 17; second decade, 10; third decade, 12; 
fourth decade, 11; fifth decade, 22; sixth decade, 6; seventh decade, 2. Many of the 
patients have no symptoms; others are stillborn or die of cyanosis and dyspnea 
immediately after birth. All grades of symptoms may be found, with percentages 
as follows: dyspnea, 60; cough and expectoration, 44; cyanosis, 22, and hemoptysis, 
*4. In 16 per cent of the cases the classic symptoms of gross pulmonary sepsis were 
present. It is believed that pulmonary cysts are congenital for the following 
reasons: (1) They are quite common in new-born and premature children; (2) they 
are not infrequently associated with other congenital anomalies; (3) the cells of 
the cysts are not pigmented; (4) they are common in anomalous and _ super- 


numerary lobes or lungs. Moore, Omaha. 


SPONTANEOUS PNEUMOTHORAX. I. H. ALANTAR, Monatschr. f. Kinderh. 65 
(April) 1936. 


Alantar reports three cases of spontaneous pneumothorax in children aged 3 
months, 8 months and 2% years. In all the condition was a result of tuberculosis 
with rupture of one or more cavities. He suggests that whenever sudden dyspnea 
or signs of collapse develop in the course of pneumonia or tuberculosis, this con- 
dition should be suspected. The cases ended fatally. GerstLEy, Chicago. 
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Diseases of the Gastro-Intestinal Tract, Liver and Peritoneum 


[He RELATION IN MAN BETWEEN Gastric Acipiry AND HEIGHT AND WEIGHT. 
Frances R. VANZANT, WALTER C. Atvarez and JosepH Berkson, Am. J. 
Digest. Dis. & Nutrition 3:83 (April) 1936. 

This is a statistical study of the gastric acidity in relation to height and weight, 
disregarding age. 

The essential point in relation to pediatrics is that although the body weight 
of man increases from twelve to twenty times between birth and maturity, the mean 
gastric acidity increases only from four to five times. 

The differences in gastric acidity observed in men and women of widely 
divergent build are so small that in ordinary practice an allowat need not be 
made for them. Morrison, Savannah, Ga. 


\ Srupy OF THE Errect oF ANOXEMIA ON THE PyLoric SPHINCTER IN UNANES- 

THETIZED Docs. E. J. VAN Liere and J. E. Tuomas, Am. J. Digest. Dis. 

& Nutrition 3:94 (April) 1936. 

The physiologic experiment reported was carried out on unanesthetized dogs. 
Two dogs had been previously operated on. Each had two abdominal fistulas, 
one opening into the proximal part of the duodenum and the other opening into 
the stomach. Rubber tubes were placed in these openings, the two tubes being 
connected by a collapsible section at the pylorus and attached to a pressure tonom- 
eter and a recording device. The dogs were then made to breathe from a rubber 
bag oxygen in mixtures of 6, 9 and 14 per cent, and the tone and contractions 
of both the pyloric sphincter and the pyloric antrum were recorded 

In all degrees of anoxemia the tone of the pyloric sphincter was increased, 
and the tone of the gastric musculature (antrum) was depressed, the intensity 
varying proportionately to the amount of anoxemia produced. 

These combined factors may be sufficient to account for the delayed gastric 
emptying time seen in anoxemia. Morrison, Savannah, Ga. 


Von GrerKe’s GLYCOGEN Disease. Lionet M. Linpsay, ALAN Ross and F. W. 
WIGGLESWorTH, Ann. Int. Med. 9:274 (Sept.) 1935. 

A case of von Gierke’s disease of the hepatic type, occurring in a boy aged 27 
months, is reported. The etiology and pathogenesis are discussed briefly. The 
diagnosis was made from clinical and biochemical observations and confirmed by 
biopsy of a section of hepatic tissue. 

The effect of epinephrine on the values for the sugar content and the lactic 
acid content of the blood is shown. In addition, the values for the blood sugar 
levels during fasting and following the oral ingestion of dextrose are recorded. 

Death occurred subsequent to this report. The liver was found to weigh 
2,150 Gm. The complete pathologic report will be published at a later date. 


READING, Galveston, Texas. 


GRANULOMA PYOGENICUM OF THE TONGUE. RicHarD J. Ketty, Arch. Dermat. & 

Syph. 31:864 (June) 1935. 

In a girl 13 years old a lesion the size of a pea developed on the circumvallate 
papillae within thirteen days. The lesion was reddish gray and was “slightly 
compressible, ending in a raised, annular and firm base (the hernia ring formation 
often seen with granuloma pyogenicum).”’ It was removed by electrocoagulation 
and curettement under anesthesia with procaine hydrochloride 

Duttn, Iowa City. 
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ULCERATIVE TYPHLITIS SIMULATING ACUTE APPENDICITIS; REPORT OF CASE. 
Leo M. ZIMMERMAN and RicHarp E. HeE.ter, Arch. Pediat. 52:712 (Oct.) 
1935. 


A case of ulcerative typhlitis is described, the clinical features of which closely 
simulated those of acute appendicitis. The cecitis was apparently secondary to 


a0 " ¢ moiti , rT ¢ . r 
acute pharyngitis. WapbpELL Jr., University, Va. 


Pneumococcus Peritonitis. H. Rappaport and MicHaret A. Brescia, Arch. 
Pediat. 52:766 (Nov.) 1935. 
A case of pneumococcic peritonitis with recovery is reported, with a brief 
discussion of the literature for the last twenty years. The favorable result is 
attributed to the use of large amounts of serum and repeated blood transfusion. 


Wappve_i Jr., University, Va. 


INGUINAL HERNIA AS A CAUSE OF PYLoROSPASM IN INFANCY. JULIAN L. RoGatz, 
Arch. Pediat. 52:778 (Nov.) 1935. 
A case of prolonged vomiting of a projectile nature in an 8 month old baby 
was relieved promptly by correction of bilateral inguinal hernia, 


WappELL Jr., University, Va. 


PHARYNGOGENIC HEMATOGENOUS StTREPTOCOCCIC PERITONITIS. JOSEPH FELSEN and 

A. G. Osorsxy, Arch. Surg. 31:437 (Sept.) 1935. 

Pharyngogenic hematogenous streptococcic peritonitis is a metastatic inflam- 
matory lesion of the peritoneum caused by a streptococcic hematogenous invasion 
from a primary focus in the tonsils and pharynx. The disease is characterized by 
an abrupt onset during or after the subsidence of any infection in the throat. In 
all the eight cases reported there was a definite antecedent history of sore throat. 
The average period that elapsed between the angina and the onset of acute 
abdominal symptoms was six days. The average period of survival was four 
and seven-tenths days, and the mortality was 100 per cent. Felsen and Osofsky 
reproduced the disease in rabbits by the intravenous injection of broth cultures 
containing strains recovered from their patients. This was done to study the 
mechanism of peritoneal involvement. As the organisms injected intravenously in 
the rabbits were recovered in the feces, it was assumed that they are brought to 
the intestines in the blood stream and then excreted through the intestinal wall 
into the lumen of the intestine. The organisms in the intestine pass out through 
the focal lesions into the peritoneal cavity, and peritonitis is established. 


KAISER, Rochester, N. Y. 


Acute APPENDICITIS AND ASSOCIATED LESIONS. RupoLtpH N. SCHULLINGER, Arch. 
Surg. 32:65 (Jan.) 1936. 


Schullinger has added some valuable facts to the large amount of statistical 
information on the mortality from acute appendicitis. In order to determine under 
what conditions the mortality was influenced the cases of appendicitis were grouped 
under the following classifications: acute appendicitis, acute appendicitis with acute 
local peritonitis, acute appendicitis with peritoneal abscess, acute appendicitis with 
acute diffuse peritonitis and acute appendicitis with progressive fibrinopurulent 
peritonitis. The data were collected at the Presbyterian Hospital in New York 
and covered an eighteen year period. It was found that the general mortality 
from acute appendicitis and its associated lesions had definitely declined. When 
the mortality for the separate groups was studied, the decline was not found the 
same for all groups. The death rate for simple acute appendicitis remained at a 
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nstantly low level. That for acute appendicitis with acute local peritonitis 
showed a distinct decline. On the other hand, in the group in which there was 
neritoneal abscess and in the group in which there was acute diffuse peritonitis, 
fitth group. 


1 


e rate increased. The mortality remained consistently high in th 


\n analysis of the deaths and a discussion of certain means of preoperative, 
perative and postoperative preventive measures are presented for each group. 
[he measures advocated for prevention are described and may be a factor in 
eventually reducing the mortality in this disease. Kaiser. Rochester, N. Y. 


SuHocKk: THE MECHANISM OF DEATH FOLLOWING INTESTINAL OBSTRUCTION. 
V. H. Moon and D. R. Morcan, Arch. Surg. 32:776 (May) 1936. 


Moon and Morgan reviewed the literature on the mechanism by which death 
results from intestinal obstruction. In spite of extensive experimentation there 
has been no agreement as to the causes of death. Though it had been assumed that 
shock was responsible for death in intestinal obstruction, no characteristic changes 
had been demonstrated at necropsies. The authors produced intestinal obstruction 
in dogs and studied the gross and microscopic visceral changes post mortem. They 
found these changes identical with those which accompany shock produced by 
various means. These changes are: marked distention and engorgement of the 
capillaries and venules in the viscera; edema and ecchymoses of the lungs and 
gastro-intestinal mucosae, and effusions into serous cavities. From the results of 
these experiments they assume that intestinal obstruction is one of the many 
conditions which will produce characteristically the shock syndr 

KAISER, Rochester, N. Y. 


CLINICAL Stupy UNpbER CONTROLLED ConpiTIons oF 1,083 CHILDREN witH HooK- 
worM. A. E. KELter, J. T. Goocr, H. B. Corrrett, D. G. MILLER Jr. and 
H. Harvey, J. A. M. A. 105:1670 (Nov. 23) 1935. 

The stools of 79.5 per cent of 1,083 children studied were infested with eggs 
of hookworm. Of this group, 62.2 per cent had a light infestation, and 17.3 per 
cent had a moderate or heavy worm burden. 

When the level of infestation reached approximately 100 or more hookworms a 
larger percentage of children complained of symptoms, and the degree of dyspnea, 
weakness and fatigue, and edema was increased. 

There was only a slight variation in the degree of underweight in the infested 
groups as compared with the controls, and no striking differences were noted in 
the incidence of anemia and malnutrition between the control group and the group 
with light infestation. The patients with the heaviest worm burdens had the 
greatest degree of anemia and malnutrition. The number of eosinophils was 
increased in all the groups (averaging 9.6 per cent in the controls), but for these 
known to have hookworms the number was greater (from 11.9 to 17.9 per cent). 
No relationship between the percentage of eosinophils and the number of hook- 
worms could be determined, and in groups with hookworm from 4.3 to 17 per cent 
had eosinophil counts of less than 5 per cent. Removal of hookworms alone will 
bring about only partial and temporary improvement in the health of children, for 
hoth the control group and the infested groups showed malnutrition and anemia 
and received improperly balanced diets. Bonar, Salt Lake City. 


OraL Lestons DvuE TO HYPERSENSITIVENESS. VuirGIL Logs, J m. Dent. A. 
22:2063 (Dec.) 1935. 
Loeb discusses briefly lesions in the mouth due to hypersensitiveness and idio- 
syncrasy. There is mention of angioneurotic edema, an urticarial unilateral swelling 
of the tongue and an idiosyncratic reaction of the mucous membrane in the mouth 


to drugs contained in the common laxatives and sedatives. Noves. Chiceso 
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CONGENITAL Pytoric OBSTRUCTION. CHESTER F. McGitt, New England J. Med 

213:567 (Sept. 19) 1935. 

This is an interesting résumé of the historical literature on congenital pylori: 
obstruction, starting with the earliest reference to this condition by George Arm- 
strong in England in 1777. The case reported was the third one of a similar 
condition in the same family. All three patients died. Then follows the earliest 
reference in America, in which Hezekiah Beardsley of Connecticut in 1787 described 
in interesting detail the clinical and postmortem observations on a 5 year old 
child with symptoms dating from infancy. Recent research studies on the causation 
and medical treatment of the condition are described. 

McGill believes that in the present status of the knowledge concerning the 
problem, medical management should first be tried, with the curve for weight, 
determination of the amount of fecal matter in each twenty-four hours and the 
general condition of the patient, as stated by Sauer, taken as the criteria for deter- 
mining how long the treatment should be continued. Medical treatment may be 
followed by the Fredet-Rammstedt pyloromyotomy, if necessary. 


GENGENBACH, Denver. 


GIANT DIVERTICULA OR REDUPLICATIONS OF THE INTESTINAL Tract. HEeNry W. 

Hupson Jr., New England J. Med. 213:1123 (Dec. 5) 1935. 

These cases of giant diverticula or reduplication of the intestine are reported 
with considerable detail. The first patient was operated on twice (at 3 and 6 
months of age), with marked improvement, but died on the operating table during 
a third operation at the age of 2 years. Starting about 2 feet (60 cm.) above the 
ileocecal valve, the diverticulum ran distally parallel to the ileum and within 
the leaves of the mesentery, toward the ileocecal valve, for about 16 inches 
(40 cm.). No point of communication with the ileum was demonstrated. 

The second patient was operated on at 6 months of age and died twelve hours 
later. The diagnosis was: jejunum of the duplex type, with the gastric mucosa 
showing acute and chronic ulceration. There was no communication between the 
jejunum and the diverticulum. Sections through the dimpled areas where the two 
structures were adjacent showed a double muscular wall with a slight amount of 
intervening fibrous tissue. 

The third patient, aged 12 years, also died after an emergency operation for 
intestinal obstruction. The volvulus involved about 4 feet (122 cm.) of the lower 
part of the ileum and had rotated clockwise about 80 degrees. The ileum was 
edematous but not greatly distended. Within the mesentery, parallel and intimately 
opposed to the mesenteric edge of the ileum, was a reduplication of the bowel 
for a distance of about 4 feet. Near its proximal end was a large perforation 
about 1% inches (4 cm.) in diameter, from which a small amount of bright blood 
escaped. 

The theories advanced in explanation of the development of these anomalies 
are summarized. A bibliography of the literature on enteric cysts, diverticula 
and reduplications of the intestinal tract is also presented. 

GENGENBACH, Denver. 


Mesenteric Cyst. L. G. Livincston, South. M. J. 28:1028 (Nov.) 1935. 


Embryonal rests, trauma and a malignant condition probably account for the 
majority of mesenteric cysts and tumors. The condition reported by Livingston 
probably was an embryonal rest cyst, with gradual enlargement and bleeding into 
the cyst. Beginning intestinal obstruction, due to stretching of the intestinal wall, 
made surgical intervention imperative. ScuLutz, Chicago. 
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CONGENITAL PyLoric STENOSIS WITH OBSERVATIONS BASED ON 209 CONSECUTIVE 
Cases. W. A. THompson and Witrrip GAtsForD, Brit. M. J. 2:1037 (Nov. 
30) 1935. 

The experience of the authors with congenital pyloric stenosis is outlined. 

The discussion is along more or less conventional lines. 

Royster, University, Va. 


Post-OPERATIVE TREATMENT OF CONGENITAL Py oric STENOSIS. ROBERT RUTHER- 

FORD, Brit. M. J, 2:1101 (Dec. 7) 1935. 

A case of congenital pyloric stenosis is reported, with an account of the opera- 
tion. Immediately after the operation the child was removed from the nursing 
home to its own home because Rutherford thinks that hospitalization in these 
cases is inadvisable and that the child with this condition needs personal nursing. 


Royster, University, Va. 


CorL1Ac DISEASE. FRED SHIPPMAN, Canad. M. A. J. 34:243 (March) 1936. 

This is an excellent review of the subject of celiac disease, with a detailed report 
of three cases. The important points stressed in the diagnosis are: (1) loose 
stools containing more than 2 Gm. of fat and the absence of any infection to 
account for the diarrhea; (2) physical findings, such as a protuberant abdomen, 
marked gluteal atrophy, general wasting, hyperchromic or hypochromic anemia 
and changed disposition, (3) lowering of the sugar tolerance (when a mixture of 
dextrose and levulose was used the sugar tolerance curve was normal). 

In treatment skim protein milk is used in the beginning, and fat-free broth, 
white of egg, curds made of skimmed milk, and white meat of chicken are gradually 
added. As the condition improves, carbohydrate is added in the form of bananas. 
Zwieback is then added, and later other carbohydrates, such as well cooked cereal 
and rice, are given. Vitamins A and D are essential in the diet. Vitamin B, 
given in the form of marmite, improves the appetite and prevents the onset of 
anemia. Orange juice is given to supply vitamin C. 

The prognosis is good in most cases. A careful follow-up study should be 
made in all cases. foorE. Omaha. 


THE TREATMENT OF FAMILIAL ACHOLURIC JAUNDICE. S. O. Cowen, M. 
Australia 1:265 (Feb. 22) 1936. 

The results of splenectomy in twenty of thirty-three personally observed 
patients suffering from familiar acholuric jaundice bear out the generally accepted 
view that the operation brings about complete and lasting freedom from symptoms. 
The jaundice disappears almost immediately, and the anemia improves so rapidly 
that within six weeks a bedridden child may be well enough to return to school. 
Because of the dramatic nature of the improvement, preoperative transfusion is 
seldom needed, and splenectomy may be undertaken without hesitation even in a 
patient who appears almost desperately ill. In Cowen’s series of twenty cases there 
has been no operative mortality, and the operative morbidity has been negligible. 

It is not sufficiently recognized that, generally speaking, the disease follows 
much the same course in the individual members of each affected family. To 
illustrate this point that variations in severity are familial rather than individual, 
two family histories are cited. The family history, then, as well as the clinical 
findings in the individual patient, should be considered in determining the advisa- 
bility of splenectomy. 

When biliary pigment stones are present, as in seven of the twenty patients 
concerned in this report, the gallbladder should be emptied by crushing the stones 
digitally or by cholecystotomy. Cholecystectomy should be performed only when 
evidence of cholecystitis is present. Gonce, Madison. Wis. 
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DIAGNOSIS AND TREATMENT OF ACUTE ABDOMINAL CONDITIONS IN CHILDREN. 
LANCELOT E. BARRINGTON-WaArp, Tr. Med.-Chir. Soc. Edinburgh, 1936, p. 25; 

in Edinburgh M. J. 47:25 (March) 1936. 

This paper deals with the abdominal emergencies in the Great Ormond Street 
Hospital for the previous five years, the cases numbering two hundred and. eighty- 
seven. In order of frequency, appendicitis was present in 41.8 per cent and intussus- 
ception in 37.6 per cent (such a large number being due to the attraction of a 
children’s hospital for this condition rather than indicating the frequency in general 
practice). Cases of intestinal obstruction and peritonitis of the streptococcic or 
of the pneumococcic type each formed 7.7 per cent of the total number. 

Barrington-Ward appreciates the pitfalls of an early diagnosis, such as deter- 
mining whether the abdominal symptoms really arise from the abdomen. Ton- 
sillitis can cause characteristic symptoms; in tuberculous meningitis there may be 
a hard, retracted, painful abdomen at the onset; pleurisy near the base of the right 
lung simulates appendicitis; the symptoms of disorders of the urinary tract may 
mimic those of abdominal surgical conditions, because of pyelitis, while calculus 
of the kidney and ureter and malformations of the kidney and ureter, such as double 
kidney and double ureter, may produce symptoms in the abdomen. However, 
in all the aforementioned conditions there should be localizing signs for the 
particular primary lesion. The throat, chest, and urine should be examined in 
every case of abdominal pain. In such instances of extra-abdominal lesions the 
abdominal signs are not clear (the author states that the physical signs are “out 
of step”). The age of the child may help decide the diagnosis, and, with the 
exception of intussusception, every child with a true surgical disease has either 
obstruction or inflammation—which one it is must be decided. This decision will 
depend on the character of the pain, on the presence of tenderness and on the 
existence of voluntary or involuntary rigidity. 

The author next discusses the general treatment of the so-called “acute 
abdomen,” emphasizing special points in the diagnosis of the aforementioned 
conditions. 

He mentions briefly the following rarities: Meckel’s diverticulum, acute chole- 
cystitis, perforated duodenal ulcer and torsion of the ovary. 

NEFF, Kansas City, Mo. 


ETIOLOGY AND PATHOGENESIS OF PERIODIC VOMITING ASSOCIATED WITH ACETO- 
NEMIA. A. B. MarFan, Arch. de méd. d. enf. 39:5 (Jan.) 1936. 
Following a discussion of the characteristic features of periodic vomiting asso- 

ciated with acetonemia, Marfan gives extended consideration to the present day 
views concerning the etiology. As a disorder peculiar to young children and more 
common among boys than girls, cyclic vomiting has become a controversial subject. 
It is asserted that almost without exception these children are victims of a particular 
constitution or habit, which is known in France as the arthritic or neuro-arthritic 
diathesis. Marfan feels this term is badly chosen and suggests that among the 
conditions favoring the development of acetonemia with vomiting it will be neces- 
sary to consider a group entirely apart from those of a manifestly allergic or 
anaphylactic origin. 

Careful inquiry usually elicits a striking tendency to neuro-arthritism and a 
disposition to myalgia, neuralgia, gout, migraine, asthma, eczema, lithiasis and 
obesity in the immediate family of these patients or in the collateral branches. 
The children themselves may be subject to prurigo, urticaria and attacks of asthma 
which alternate with the crises of vomiting. Hutinel reported such a case in 
a boy of 6 years. 

At the age of puberty, migraine, cholemia, hepatic colic or diabetes may appear. 
It is fair to assume that such a hereditary taint creates in certain persons a 
particularly unstable chemical equilibrium in the fluids and tissues of the body, 
which leads to metabolic errors that constitute the cause of periodic vomiting. 
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and suddenly, there is usually some minor disturbance of the he 
factors as the eruption of a tooth, mental exhaustion, emotional s 
of fat in the diet, constipation, the administration of a laxative 
mercurous chloride), surgical anesthesia, lumbar puncture, minor 
onset of an eruptive fever. 

These observations embrace all the items usually considered 
of recurrent vomiting associated with acetonemia. Holt’s views 
role of a diet habitually rich in fats are disputed, as are also 
of other authors who attribute this syndrome to gastro-intestinal 
optosis, aerophagia, appendicitis and duodenal stenosis. AM 
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PYLORODUODENAL STENOSES 
VaILLE, Arch. de méd. d. enf. 39:27 





There are exceptional forms of pyloric stenosis which are not 
by the usual methods but in which a diagnosis is made relativel 
the manifestations of what the authors term “a humoral syndror 
clinicians have demonstrated a high degree of hypochloremia in 
digestive tube among adults; there is a coincident rise of the a 
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in stenosis of the pylorus in infants and have emphasized its va 
contrasting it with the hypochloremia accompanied by a marked 
alkaline reserve that was noted by Ribadeau-Dumas and others 
syndrome with vomiting seen during the early months of life. T! 
may also aid in differentiating the vomiting in which alkalosis anc 
f chlorides do not appear. 

Treatment of this condition, based on such a hypothesis, is 
In cases of intestinal obstruction in adults the efficacy of hypert 
sodium chloride administered by injection has been clearly proved 
of pyloric stenosis of nurslings, reported by the writers, 
alkalosis were successfully combated by intravenous injections 
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Pneumococcic Peritonitis. J. P. Grrnpa, Gaz. d. hop. 108: 1397 





Four children and a young adult were operated on because of 
had been diagnosed as appendicitis. Only one died, on whom oper 
formed on the eighth day of the disease. Grinda emphasizes that 
patients showed rigidity of the abdominal wall, except in the 
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In four cases 
chloremia and 
a 20 per cent 


solution, in doses of from 3 to 5 cc., or intrarectal injections 20 cc. Two 
of the cases observed were of the classic type, while the remaining two were 
concerned with stenosis of the duodenum. It is pointed out that this treatment 
is simply an adjuvant to the necessary surgical procedures long established. 
\meESSE, Denver. 
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a condition that 


‘ation was per- 
none of these 
terminal stage. 








Local pain was less marked in these cases of pneumococcic peritonitis than in cases 
of appendicitis, while the general condition seemed worse. All the patients had 
severe bronchopneumonia after the operation, which the author attributes to the 
fact that general anesthesia was used. He suggests the use of local anesthesia 
and feels that the operation is advisable. 
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VOMITING FROM AEROPHAGIA IN THE INFANT UNDER SIX 


BOULLET, MARCEL LELONG and P. Arime&, Presse méd. 43:1541 






Vomiting from aerophagia in infants is an example of trouble arising not from 
pathologic changes but from the highly specialized physiologic condition of children 
of this age, specifically, from the mechanism of the deglutition of liquids. 
the amount of air swallowed with liquids is far greater than that swallowed with 
solids, distention of the stomach produces in certain infant habitual 
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vomiting which disappears when semisolid food is given. The vomiting begins 
soon after birth, without the initial latent phase characteristic of pyloric stenosis. 
It is to be differentiated from vomiting due to starvation, vomiting from incorrect 
feeding and vomiting caused by obstruction. The infants are usually healthy, 
gluttonous babies who show no signs of any other disturbance. The fact that they 
take their feedings ravenously apparently is a large factor in the mechanics of the 
disorder, as a slow distention is unlikely to have the same effect. Numerous 
roentgencgrams are presented showing the effect of swallowing large quantities 
of air. Three solutions are offered for the problem: (1) feeding by tube, (2) 
increasing the consistency of the food by using evaporated milk or cereal, and 
(3) postural evacuation of the air by holding the infant upright immediately after 
feeding, then placing him on the left side to allow the bubble to pass through 
the pylorus and finally, just before the next feeding, turning him on the right 
side to bring any remaining food in contact with the pylorus. 


3IEKER, St. Petersburg, Fla. 


Acute APppENDICITIS. RAouL CHARLES Monop, Rev. méd.-sociale de l’enf. 4:81 
(March-April) 1936. 
Monod gives a brief discussion of the symptoms and course of acute appendicitis, 
which he says is much more frequent in children than in adults. He gives the 
differential diagnosis of pneumonia, pneumococcic peritonitis and typhoid. 


Browne, Detroit. 


PRANDIAL DIARRHEA IN THE INFANT. R. M. CALzapA Ropricuez, Arch. espaii. 
de pediat. 20:212 (April) 1936. 
Prandial diarrhea is a variety of constitutional diarrhea, the essential character 
of which is the discharge of diarrheal stools at the moment of taking or imme- 
diately after taking food. Infants subject to it usually show signs of exudative 


or neuropathic diathesis. Anaphylaxis or food sensibility does not play any 
important part in the pathogenesis. Infection is not a primary cause and does 
not influence the subsequent course. The author believes that exaggeration of 
the gastrocolic reflex is the chief mechanism in the production of this form of 
diarrhea. The nutritional state is often affected by it. 

Three factors condition it—constitutional anomalies, the type of food given, 
and intercurrent infections. The extent. to which these factors operate influences 
the prognosis. The hereditary factor may also enter. 

This form of diarrhea is generally very resistant to dietetic and medicinal 
measures. Remedies which affect or inhibit action of the vagi seem to be most 
effectual. ScuLutz, Chicago. 


Hepatic ABSCESS IN A FouRTEEN MontH OLp Cuitp. A. CARBONELL ¥ SALAZAR 
and B. SANcHEz SANTIAGO, Arch. de med. inf. 5:143 (June) 1936. 
Following a gastro-intestinal upset a 14 month old girl presented a fluctuating 
tumor the size of an egg at the base of the thorax on the right, in the axillary 
midline. Puncture showed a gram-negative bacillus and a gram-positive diplo- 
coccus. The treatment, which resulted in cure, was the daily injection of anti- 
peritonitic serum and emetine hydrochloride. SANFoRD, Chicago. 


ATROPHIC CIRRHOSIS IN A CHILD AGED SEVEN YEARS. Hector MoricAn, Arch. 

de pediat. d. Uruguay 7:76 (Feb.) 1936. 

A child showed marked icterus and a large liver at the age of 3 years. The 
icterus persisted over one year, then entirely disappeared. After an interval of 
two years of good health, severe hepatic insufficiency developed suddenly and 
rapidly led to a fatal termination. At autopsy the liver showed the characteristic 
nicture of the cirrhosis of Laénnec. dee 2 : 

I ScHLUTz, Chicago. 
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[He PatTHoLocy oF ILEocoLitis. AUGUSTIN CASTELLANOS, Bol. Soc. cubana de 

pediat. 8:258 (May) 1936. 

Intense infiltration of lymph follicles characterizes ileocolitis in infancy. The 
infantile type differs from the adult type in this respect. 

In infants under 1 year of age intense inflammation of the submucosa is found. 
Uleerated lesions and edema of the submucosa are often observed in the lower 
part of the colon and in the region of the sigmoid flexure. 

Castellanos is of the opinion that the adenolymphoid tissue of the intestine 
plays an important role in the defense against infection with the dysentery bacillus. 


ScHLuTz, Chicago. 


ENTEROCOLITIS AND DySENTERY IN INFANCY IN JuIz DE Fora. Otavo Lustosa, 

J. de pediat., Rio de Janeiro 3:193 (May) 1936. 

Lustosa reviews the subject of dysentery, and states the belief that there 
is a more specific infection than is usually thought. Occasionally the colon 
bacillus can become pathogenic. Since the use of blood transfusions and support- 
ing treatment the mortality from this condition in Juiz de Fora has been greatly 
lessene ya oa 
lessened. SANFORD, Chicago. 


EMACIATION AND Low BASAL METABOLISM RESULTING FROM CARDIOSPASM. LOTTE 
Hotop, Monatschr. f. Kinderh. 63:409, 1935. 


A 10 year old girl was brought to the clinic because of extreme emaciation 
and daily vomiting, and the basal metabolic rate was minus 43. Roentgenograms 
confirmed the diagnosis of cardiospasm. After using a surprising number of 
proprietary remedies, the author resorted to dilation, which resulted in improvement. 

GerSTLEY, Chicago. 


MicRATION OF Rounp-WorMS THROUGH THE NorMAL INTESTINE. W. Porter, 
Munchen. med. Wchnschr. 82:1640 (Oct. 11) 1935. 


A 3 year old boy died with symptoms of peritonitis. At autopsy there was 
generalized purulent fibrinous peritonitis. Two round-worms were observed in 
the peritoneal cavity. The jejunum and ileum contained about two hundred para- 
sites. A perforation was found in the lower part of the jejunum 

Braupy, Mount Vern 


REPORT OF A CASE OF HEMIGLOSSITIS PHLEGMANOSA IN 

KossAKowskI, Pedjatrja polska 15:120, 1935. 

The important point about hemiglossitis phlegmanosa is its rare occurrence. 
This infection, particularly as evidenced by any abrasions on the tongue and 
by debility of the infant, is local or constitutional. The prognosis of suppuration 
of the tongue is bad unless the condition is recognized and surgical intervention 
is instituted early. Kruprnskt, Chicago. 


ue Etiorocy oF PyLorospASM (HYPERTROPHIC STENOSIS OF THE PYLOoRUS, 
HIRSCHSPRUNG). T. HALBERTSMA, Acta pediat. 18:463, 


Halbertsma advances the thesis that the fundamental feature of the pathogenesis 
{ hypertrophic stenosis of the pylorus is elongation of the pyloric canal. This 
inatomic abnormality constitutes a relative obstruction of the outlet of the 
stomach; the obstruction, in turn, produces spasm and consequent hypertrophy of 
the pyloric sphincter. The clinical observations on which the assertion is based are 
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above criticism; whether or not they support the author’s claim must be left t 
the reader to judge. Few will deny that hypertrophic pyloric stenosis is a con 
genital, sometimes a familial, anomaly. The paper contains reports of a numbe: 
of familial cases which the author has observed personally, together with a brie: 
survey of previous descriptions of the occurrence of more than one case in th 
same family. McCune, New York. 


ACUTE ATROPHY OF THE LIVER AND CATARRHAL JAUNDICE IN A BROTHER AND 

Sister. C. HirSCHBERGER, Acta pediat. 18:482, 1936. 

Since 1918 the mounting incidence of hepatogenous jaundice has stimulated 
widespread attention, resulting in a large number of explanatory hypotheses. In 
view of the increased vulnerability of undernourished liver cells it is within the 
realm of possibility that the increase may be related to the impoverished diet on 
which many persons have been compelled to live during the world economic crisis 
However, the frequent appearance of jaundice in epidemic form attests to the 
presence of infectional factors behind the increase. The precise nature of the 
infecting agent and the route along which it travels are still unknown. Purely 
for purposes of convenience the terms “‘catarrhal jaundice” and “simple jaundice” 
have been adopted to designate the disease. In view of the diffuse nature of the 
cholangeitis and hepatitis which accompany the infection it is rather surprising 
that the liver cells so rarely suffer permanent damage and that the prognosis is 
so uniformly good. Although several large epidemics have been reported in as 
many countries, only a small number of reports of cases in which acute atrophy 
occurred have been published. Uncommon as this complication is in adults, it is 
even more rare among children. 

Hirschberger reports the case of a 7 year old girl who fell ill during a small 
local epidemic of catarrhal jaundice and died during the fourth week of illness; 
she presented the well known clinical features of acute yellow atrophy, including 
the presence of crystals of leucine and tyrosine in the urine. The diagnosis was 
confirmed at autopsy. Her 11 year old brother fell victim to the same infection 
on the day the girl died. Although jaundice was intense, his illness was mild and 
terminated with recovery in three weeks. The following questions are proposed: 
Why does acute atrophy of the liver select the female sex so predominantly ? 
Why, when catarrhal jaundice is usually so harmless a disease, does it occasionally 
lead to fatal atrophy of the liver? The questions are not answered. 

McCune, New York. 


Nervous Diseases 


ON THE DIFFERENTIATION OF COLORED CEREBROSPINAL FLurps. F. H. Rosprnson 
and B. N. Miter, Am. J. M. Sc. 191:538 (April) 1936. 


In this study of colored spinal fluids Robinson and Miller attempt to explain 
the mode of production of such fluids and to suggest a routine use of the benzidin« 
test in their etiologic differentiation. 

Briefly, the benzidine reaction is positive in cerebrospinal fluid containing a 
hemoglobin dilution of 1: 50,000 (100 erythrocytes per cubic millimeter) but not 
in one containing a dilution of 1: 100,000 (50 erythrocytes per cubic millimeter) ; 
the benzidine reaction in the supernatant fluid obtained after centrifugation at 
high speed is of value in differentiating hemorrhage into the cerebrospinal fluid 
at the time of puncture from subarachnoid hemorrhage; an extramedullary tumor 
compressing the spinal cord in its growth has been reproduced experimentally in 
dogs, with a resulting Nonne-Froin syndrome in the cerebrospinal fluid below 
the level of the compression; the yellow spinal fluid characteristic of cord com- 


> ; ives soaAtive nN 71d) > ACT 
pression gives a negative benzidine reaction. Henske, Omaha. 
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EVER THERAPY IN CHOREA AND IN RHEUMATIC CaRDITIS WITH AND WITHOUT 
CHoreaA. Lucy Porter Sutton and KATHARINE G. Donce, J. Lab. & Clin. 
Med. 21:619 (March) 1936. 


The most satisfactory treatment of chorea is fever therapy, by whatever means 
produced. The presence of carditis is not a contraindication to this type of 
therapy. In fact, the authors feel that subacute rheumatic carditis may be definitely 
benefited by fever therapy. McMurray, 


Galveston, Texas. 


CONGENITAL CEREBELLAR ATAXIA. R. S. Frew, Proc. Roy. Soc. Med. 29:211 
(Jan.) 1936. 


A boy of 8 years did not sit up until he was 3 years old and had never walked 
well. At 3 weeks of age a Rammstedt operation had been performed for pyloric 
stenosis. On examination it was noticed that there were athetoid movements 
of the trunk, face and limbs. The speech was explosive in type. There were 
general muscular hypotonia and ataxia of both arms and legs. The gait was ataxic, 
and the child fell frequently. Mentally he was bright and intelligent. 


WILLIAMSON, New Orleans. 


“HE SYNDROME OF "STONIA OF TORSION. LES R. Dreyrus, Arch. de méd. d. 
[ SYNDROME OF DysTONIA OF TorsION. JULES R. Dreyrt \ | 1. d 


enf. 39:149 (March) 1936. 


Although this syndrome is relatively rare, Dreyfus has been privileged to study 
three.cases. He reports the histories and clinical findings in detail 
Three types of pathogenesis are described: (1) idiopathic or cryptogenic, 
postoperative or hemorrhagic and (3) symptomatically resembling Wilson’s 
disease. 

In the first case reported the patient, a boy of 13, presented the early signs 
of torsion several weeks after a severe fright, which was followed by a chill. 
The second case concerned a boy of 6 who suffered from frequent attacks of nasal 
hemorrhage. The adenoids were removed, and dystonia developed the following 
day, which Dreyfus ascribes to cerebral hemorrhage, probably in the region of 
the corpus striatum. This case conformed to the type described by Glanzmann, 
who considered the source as thrombasthenia. The third patient observed, a boy 
at the Children’s Hospital, Bern, Switzerland, manifested symptoms of progressive 
lenticular degeneration with cirrhosis of the liver, strongly resembling the so-called 
disease of Wilson. 

Autopsies in similar cases have not thrown much light on the origin of this 
peculiar dystonia, but enough has been found to justify the suspicion that in 
most instances the corpus striatum, the center of coordination, is seriously involved 
and antagonistic action of the muscles thus permitted. Ane 


,) 


ESSE, Denver. 


Tue MENTAL STATE AFTER ATTACKS OF CHOREA. M. SCHACHTER, Progrés méd., 

June 26, 1936, p. 949. 

Schachter reports three cases in which mental instability developed after attacks 
of chorea. The discussion which follows is largely speculative, dealing with 
constitution as a predisposing factor in the development of chorea and also with 
the possible action of the infective virus on the areas of the brain which have to 


do with the emotions. Leste. Evanston, Ii! 


Is CHorEA AN AVITAMINOSIS? VICENTE Baptista, J. de pediat., Rio de Janeiro 
3:127 (March) 1936. 
Hidenbauer’s treatment of four patients with chorea with a vitamin B prepara- 


tion 1s discussed. SANForRD, Chicago 
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MENINGEAL MESENCHYMOMA OF ForEIGN Bopy Oricin. O. MArBurRG, Virchows 
Arch. f. path. Anat. 294:759, 1935. 


A boy aged 15 years was operated on for the removal of an astroblastoma 
of the parietal lobe. Hemorrhage at the time of operation necessitated packing 
of the wound. After recovery jacksonian seizures continued, and headach« 
returned and became progressively worse. Five years after the first operation th 
patient was again operated on. At the site of the first operation there was found 
a firm tumor of the leptomeninges that invaded the brain and could not be com- 
pletely removed. The tumor contained a strip of iodoform gauze left from the 
first operation. Death was due to meningitis. The tumor was cellular and 
anaplastic, and its cells were polymorphic, with a predominance of cells of the 
young spindle type. Marburg discusses the relation of the tumor to the foreign 
body and the morphology and possible origin of tumors arising in the meninges 
For such tumors the designation “meningeal mesenchymome” or “primitive 
meningoblastoma” may be used, but only in a descriptive sense, since such tumors 


may be of mesectodermal origin. Scnuttz, Evanston, Ill. [Arc. Patu.] 
. sihy “Ve : ’ ° ys . é . 


QUANTITATIVE ESTIMATION OF THE BOUND SUGAR CONTENT IN SPINAL FLUID IN 
MENINGITIDES OF CHILDREN. Y. YAMASAKI, J. Pediat. (Tokyo), no. 430, 
Feb. 20, 1936, p. 364. 

Using the micromethod of Iizuka for bound sugar and that of Hagedorn and 
Jensen for free sugar, Yamasaki made the following observations : 

1. In normal cerebrospinal fluid the bound sugar has an average value of 
0.001 Gm., and the free sugar, of 0.061 Gm., per hundred cubic centimeters. 

2. In lead encephalopathy the spinal fluid contains, on the average, 0.005 Gm. 
of bound sugar and 0.077 Gm. free sugar per hundred cubic centimeters. 

3. In tuberculous meningitis the values for bound and free sugar are 0.005 Gm. 
and 0.031 Gm. per hundred cubic centimeters, respectively. 

4. In epidemic meningitis the average value of bound sugar is 0.009 Gm. and 
that of free sugar 0.017 Gm. per hundred cubic centimeters. A tendency for 
decrease in bound sugar and increase in free sugar makes for a good prognosis. 

5. In pyogenic meningitis the values for both bound and free sugar approximate 
those in epidemic meningitis. 

6. In various diseases of the central nervous system other than meningitis, 
the free sugar is increased during convulsions but is otherwise normal. 

Kato, Chicago. 


Psychology and Psychiatry 


CoMMON SENSE IN REARING CHILDREN FoR Lire. IRA S. Wire, Arch. Pediat. 

52:749 (Nov.) 1935. 

The author defines as common sense “what would be regarded as the ordinary 
sense or the locally prevalent sense based upon a feeling of logicality with its 
slight modification by intelligence. Such sense cannot be unusual in nature or 
beyond the customary levels of unguided thinking.” It is believed that little of 
the progress made so far in child welfare can be laid at the door of common sense, 
and the main tenor of the article is in accord with this statement. 


WADDELL Jr., University, Va. 


THE RELATIONSHIP OF THE FLAT CHEST TO INTELLIGENCE. S. A. WEISMAN, Ann. 
Int. Med. 9:451 (Oct.) 1935. 


Previous observations by the author that the chest of the healthy normal adult 
is flat and that children from better environments not only are taller and heavier 
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but have chests of the flat type prompted this study to determine the relationship 
of the shape of the chest to intelligence. 

The material consisted of 14,844 Minneapolis school children between the ages 
of 5 and 7. The number of boys and the number of girls were approximately equal. 
[Intelligence was determined by the grades the children received in their school 
werk. The pupils were grouped on the basis of their grades, and the average 
thoracic index was determined for each group according to age 

The conclusion was reached that the flat-chested children are, on the average, 
taller and heavier and display a higher degree of intelligence than the deep-chested 
children. READING, Galveston, Texas. 


LreFT-HANDEDNESS. JosEPH J. MicHAELs and Sviyia E. GoopMaAn, Arch. Neurol. 

& Psychiat. 34:758 (Oct.) 1935. 

A statistical study of four hundred and seventy-five normal children at camp 
is reported. A negative, but insignificant, correlation was found between left- 
handedness and the presence of enuresis, tantrums of temper, disturbances of sleep, 
dreaming and failures in school. A slight positive association was found between 

b-sucking, nail- 
biting, the Chvostek sign and a family history of left-handedness 
BEVERLY, Chicago. 


THE MANAGEMENT OF NEGATIVISM IN YOUNG CHILDREN. R. L. JENKINS, M. Rec. 

142:507 (Dec. 4) 1935. 

The term negativism is used for a tendency to oppose the normal physiologic 
desires and to denote a propensity to do the opposite of what is directed. This 
is frequent in young children. It tends spontaneously to disappear unless reen- 
forced by bad management. A program of management must be based on an 
estimate of the total situation of the child. As a general method of meeting 
the problem, punishment or any other “frontal attack” is contraindicated. In general, 
ignoring the behavior is perhaps the most useful course to take, especially when 
this is accompanied by liberal praise and recognition of positive accomplishments. 
Reduction in the amount of attention given the child should be postponed until 
after the negativism is under control. When negativism is related to an essentially 
morbid relationship between the parent and the child it usually cannot be remedied 
except by modification of such relations. The article is accompanied by reports 
of three cases. Witttamson, New Orleans. 


THe MENACE OF NERVOUS AND MENTAL FATIGUE IN ScHOoL CHILDREN. N. P. 
3rooKS, M. Rec. 142:512 (Dec. 4) 1935. 

Alcoholism, syphilis, consanguinity and hereditary disorders are no more 
prevalent in the United States than in other countries, yet cases of nervous 
and mental disturbance are far more common. The author believes that the basis 
of this is to be found in the overworked school child. If Young’s formula is applied 
to the work a child should do, it is found that at the age of 6 years the child 
should do a third of the work of an adult, and at 12, one-half. The average 
dose of work for an adult skilled worker is 44 hours a week. It is found that 
a child aged 12 does thirty hours of work at ‘school, with from seven to fifteen 
hours of home work. Physicians thus allow a large overdose of work, nearly 
the full number of hours of work for adults. A striking evidence of this 
overwork is the great increase in self-destruction among high school and college 
students. 

Preparation for complete living is the function which education has to dis- 
charge (Herbert Spencer). Any educational system from which the student enters 
life’s work with the nervous system worn out does not fulfil its true function. 
The problem of adjustment will be difficult. Wruramson, New Orteans. 
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From THE ANALYSIS OF A Bep WettTeR. ANNyY ANGEL, Psychoanalyt. Quart. 

4:120, 1935. 

Angel reports the analysis of a girl, aged 12 years, who suffered from enuresis 
following a severe and mysterious illness when she was about 3 years of age, which 
was characterized by violent spells of vomiting and possibly by fever. Before 
this she had been trained successfully in cleanliness. Analysis revealed that at 
that time, when her parents were away, she was staying with her grandmother 
and had made the acquaintance of a gipsy. The gipsy had lured her to his room 
and requested her to turn somersaults to expose herself. She had interpreted 
his laughter as ridicule of her genitals. He had then shown her his penis and 
had induced her to play with it and had played with her genitals. As a result 
of this she acquired the idea that her genitals were so defective that she could 
not control her urine, so that it must always flow out against her will. Urinary 
organs and genitalia were closely associated in her mind. She believed she urinated 
from the vagina and that a man had two penises, a flaccid one for urination and 
an erect one for intercourse. After analysis of this incident the enuresis ceased and 
remained absent for three years. The patient’s mother interrupted treatment at 
this point, being satisfied with the clinical improvement, so that analysis was 
not completed. Pearson, Philadelphia. [ArcH. Neurov. & Psycutat.] 


Tue Cuimp Gumance Ciinic. Harvey Sutton, Brit. M. J. 2:495 (Sept. 14) 
1935. 
The article includes a brief discussion of the problem child and the conditions 
which induce the problems, suggestions for the correction of the behavior and a 
brief statement of desirable locations for the holding of child guidance clinics. 


Royster, University, Va. 


THE PsycHosEs OF ADOLESCENCE. W. S. Dawson, Brit. M. J. 2:651 (Oct. 12) 
1935. 
The various psychoses occurring at or near adolescence, with their treatment, 
are discussed. This article does not lend itself to abstracting. 


Royster, University, Va. 


THE STRAIN OF ScHOOL LIFE ON GirRLS DURING THE EARLY MENSTRUAL PERIOD. 
D. J. Garr Jounston, Brit. M. J. 2:892 (Nov. 9) 1935. 

As the author states, this article is “a condensed account of an inquiry, carried 
out at the request of an educational authority, to determine the effect of the strain of 
school life on the physical welfare of girls during the somewhat critical period 
of the early menstrual years, with special reference to home lessons.” The result 
of this inquiry is summed up in the following conclusions of the author: (1) 
3etween the ages of 12 and 15 years the physical development of girls is much 
more rapid than that of boys; (2) sexual development in girls, with all its attendant 
disturbances, is very active during this period; (3) this rapid physical and sexual 
development of girls coincides with a strenuous educational effort; (4) the investi- 
gation shows that the standard of fitness of girls is Jower than that of boys and 
that it depreciated more during the winter session when examinations were made; 
(5) home lessons require a greater expenditure of energy from girls, and (6) this 
is a period when the health of girls requires to be carefully guarded. 

Royster, University, Va. 


A Survey OF MONGOLISM, WITH A REVIEW OF ONE HuNnpreD CASES. ELIZABETH 
N. Warner, Canad. M. A. J. 33:495 (Nov.) 1935. 
The author gives a comprehensive review of the literature on mongolism. 
The data given for the one hundred cases correspond well with the data cited from 
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the literature. Approximately half the children in this series died while under 
observation, the average age being 12.6 months. In 56 per cent of the cases the 
cause of death was bronchopneumonia. The next most common cause of death 
was congenital heart disease—in 7 per cent of the cases. 

In 34 per cent of the children in this series there was some defect other than 
the deformities characteristic of mongolism. Thirteen per cent of the children had 
congenital heart lesions, 5 per cent had hernia (exclusive of umbilical hernia), and 
3 per cent, clubfoot. In a control group of one hundred infants selected at random 
from the wards there were congenital heart disease in only 2 per cent and other 
congenital. defects in 5 per cent. This article presents an excellent discussion 
of mongolism. Moore, Omaha. 


EDUCATIONAL AND STATISTICAL DATA ON CHILDREN OF ABNORMAL MENTALITY 
IN THE ELEMENTARY SCHOOLS OF FLORENCE. V. UcGucctont, Riv. di clin. 
pediat. 33:1245 (Nov.) 1935. 

In a brief historical outline Uguccioni reports that the first institution in 
Italy for the education of abnormal children was established in Aosta in 1848; 
it accommodated the cretins in this region, and the asylum was closed after a short 
existence. In 1884 an asylum for the education of imbecile and idiot children was 
established in Sicily but was later transformed into a custodial institution. The 
first real educational institution for feebleminded children was established in 
Liguria, in 1889. Then other institutions were built in Milan, Alexandria and 
Rome. 


INFANTILE PsycHoLtocy. Oswatpo Gurimares, Arch. de pediat., Rio de Janeiro 
7:665 (Aug.) 1935. 


The author discusses some problems of infant psychology 


SANForD, Chicago. 


EDUCATION OF THE NuRSING CHILD. Ernesto Cacace, Med. de los nifios 36:265 
(Sept.) 1935. 

The author believes that education of the child should take place in the home 
and that, therefore, the mother must be taught to understand the child and his 
problems. For this purpose an institute of nepiology should be established. The 
morbidity and mortality rates cannot effectively be reduced without such an agency. 


Dwyer, Kansas City, Mo. 


TRAINING DIFFICULTIES SEEN UNDER THREE THERAPEUTIC Aspects. MALWINE 

Lowy, Ztschr. f. Kinderpsychiat. 2:140 (Dec.) 1935; 2:174 (Feb.) 1936. 

This is a comprehensive discussion of the behavior of the asocial child with 
particular reference to incorrigibility in later years of childhood and early youth. 
Pedagogic psychology, psychoanalysis and the individual psychology of Adler are 
evaluated in their therapeutic effectiveness as applied to disorders of conduct. 
Typical cases are presented critically. The problem is a serious one in that it 
involves the social destructiveness of the subject and in turn affects society. Half- 
educated parents and self-styled psychoanalysts are at times responsible for incor- 
rigibility in children under their guidance or influence 

The principles of psychotherapy advocated by Freud or by Alfred Adler are at 
times effective (generally greater success is observed in boys than in girls). 
Properly applied educational psychology has its place in the treatment of these 
disorders but only to the extent that it keeps the children occupied and away 
from evil. Basically and logically treatment of serious behavior disorders should 
be under the supervision of the physician trained in understanding the child— 
his physical, mental and emotional life. Jaur, Omaha. 
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Diseases of the Genito-Urinary Tract 


RENAL DwarrisM: A Case Report. J. F. Roperts, Ann. Int. Med. 9:1729 

(June) 1936. 

A case of renal dwarfism in a boy aged 8 years is reported. An unexplained 
dilatation of the urinary tract was present. In addition, the pituitary gland 
weighed only 0.2 Gm. It showed no evidence of a tumor. The anterior and 
posterior lobes were normal in proportion to each other. 

On the basis of these findings it is postulated that the dwarfism in this case 
might have been of pituitary origin as a result of changes produced in the pituitary 
gland by some product of altered metabolism arising as a result of the long- 
standing renal insufficiency. READING, Galveston, Texas. 


INTRAVENOUS SucrROSE AS A Diuretic. J. Guy Stroum and S. B. Oscoon, 
Northwest Med. 35:89 (March) 1936. 


In 1923 Keith used hypertonic sucrose to produce dehydration in experimental 
animals. It has been used widely to reduce increased intracranial pressure. In 
several cases in which intravenous dextrose, caffeine and alkalis were inefficient, 
Strohm and Osgood gave 50 per cent sucrose in doses of from 20 to 50 cc. and 
produced marked diuresis. Scorr, Philadelphia. 


SUCCESSFUL TREATMENT BY MEANS OF MANDELIC AciIp OF A CHILD WITH URINARY 
STASIS AND InFEcTION. H. F. Hetmuorz, Proc. Staff Meet., Mayo Clin. 
11:231 (April 8) 1936. 

A child who had pyelitis, megalo-ureters, hydronephrosis on the right and 
ureteral stenosis on the left and whose urinary tract contained innumerable 
Escherichia coli was freed from bacillary infection in the course of ten days by 
the administration of sodium mandelate, in doses of 1.25 Gm., and ammonium 
chloride, in doses of 0.5 Gm., given four times a day by mouth. 


MILLER, South Bend, Ind. 


RENAL DwarFism. R. L. J. KENNEpy, Proc. Staff Meet., Mayo Clin. 11:289 
(May 6) 1936. 

Seven cases are reported in which the patients showed the characteristic find- 
ings of retarded growth, retarded skeletal development and impaired renal function 
with resultant polyuria, polydipsia, albuminuria, azotemia, hyposthenuria and hyper- 
phosphatemia. The striking skeletal changes are divided into three types: (1) the 
atrophic type, in which the bones are fragile, atrophic and osteoporotic, lines of 
cancellous tissue are present in the epiphysial ends of the diaphysis, and a thin, 
atrophic cortex and fractures of the shaft are present; (2) the florid type, in 
which the changes are characteristic of florid rickets, and (3) the woolly, stippled 
or honeycomb type, in which the epiphysial ends of the shaft are swollen. There 
is some osteoporosis, but the cortex is not thin as in the atrophic type. Metaphysial 
changes may not be uniform in all the bones. Mitter, South Bend, Ind. 


PYELONEPHRITIS IN CHILDREN Due TO Bacit_us Cort INFEcTION. AMERICO 

Vacerio, Arch. de méd. d. enf. 39:225 (April) 1936. 

The fundamental characteristics of this condition in the very young are the 
persistent high temperatures and the total absence of objective and subjective 
symptoms relating to the urinary apparatus, aside from the laboratory findings. 
A further point of interest is the divergence of views on treatment. French 
clinicians, following the method of Nobécourt, recommend measures which tend 
to increase the acidity of the urine in the belief that the growth of the colon 
bacillus is thus inhibited, while the English school advises alkalization of the urine 
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ior the same purpose. In addition to these measures the usual management of 
infective processes is followed by both groups in the exhibition of baths, packs, 
stimulants, intravenous injections of dextrose, diuretics, etc. 

Bayma strongly advises transfusion, while others report excellent results from 


serotherapy and the use of vaccines and dyes. 

Valerio reports a case in an infant of 10 months to illustrate his results in 
a series of forty, in which he used a colon bacillus vaccine combined with injec- 
tions of 10 units of insulin daily. Of these children, thirty-nine are reported 
as definitely cured after one month’s treatment. AmEssE, Denver. 


\MEASLES IN GLOMERULONEPHRITIS WITH A NEPHROTIC SYNDROME. R. S. SANTIAGO 
and R. PErErRAS VALpES, Arch. de med. inf. 5:186 (June) 1936 
In a case of glomerulonephritis the condition was little influenced by the classic 
treatment. When measles developed there was an improvement in the clinical, 
renal and humoral syndromes. Sanrorp, Chicago. 


DEMONSTRATION OF TUMOR OF THE BLADDER BY MEANS OF CONTRAST PNEUMOG- 
RAPHY. I. TAGER and M. SANtTockIJ, Fortschr. a. d. Geb. d. Rontgenstrahlen 
53:882 (June) 19306. 

The authors fill the urinary bladder with a specially prepared rather thick 
suspension of barium. After a short time the suspension of barium is removed 
and the bladder distended with air. In this manner satisfactory silhouettes of 
the inner surface of the bladder and of objects within the vesical cavity are 
obtained. It is possible that this technic might be applied with profit to the study 
of diverticula and of trabeculation of the bladder in children. 

McCune, New York. 


NEPHROLITHIASIS IN CHuILpHOooD.. T. HALBERTSMA, Maandschr. v. kindergeneesk. 
5:89 (Dec.) 1935. 
Two cases of this condition observed in boys are described and the present 
conceptions on the etiology of nephrolithiasis are discussed. 


VAN CreEvVELD, Amsterdam, Netherlands. 


Diseases of the Ductless Glands; Endocrinology 


Tue FILTERABLE CALCIUM OF BLoop SeruM: I. A COMPARISON OF FILTERABLE 
CALCIUM OF SERUM AND TOTAL CALCIUM OF CEREBROSPINAL FLUID IN 
NORMAL HyYPERPARATHYROID AND HypoPpARATHYROID STATES. RAYMOND 
GREGORY and Marte ANperSCH, Am. J. M. Sc. 191:263 (Feb.) 1936. 


Estimations of the total and filtrable calcium of the serum and of the total 
calcium of the spinal fluid were made in nine persons with normal calcium metab- 
olism. A series of comparisons of the total and filtrable calcium of the serum 
with the total calcium of the spinal fluid was made in two cases of hyperpara- 
thyroidism and two cases of hypoparathyroidism. The filtrability of the calcium 
of the spinal fluid was also studied in subjects with normal and abnormal calcium 
metabolism. The filtrable calcium of the serum is elevated in hyperparathyroidism 
and lowered in hypoparathyroidism. The filtrable calcium of the serum and the 
total calcium of the spinal fluid are usually practically equal over the normal 
range of serum calcium values. In two of nine persons in the normal series, 
however, the filtrable calcium of the serum exceeded the total calcium of the 
spinal fluid by an amount greater than the usual experimental error. The calcium 
level in the spinal fluid was slightly elevated in one case of hyperparathyroidism 
and normal in another case. It was also normal in two cases of hypoparathyroid- 
ism. Wide variations in the values for the filtrable calcium of the serum may 
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occur without any change in those for the calcium of the spinal fluid. It is proper, 
therefore, to question all values for the filtrable calcium of the serum which ar: 
obtained by estimating the calcium of the spinal fluid. The calcium of the spinal 
fluid is completely filtrable. It was impossible to raise the total calcium of the 
serum above 7.6 mg. in one case of hypoparathyroidism by administering 4 cc. ot 
parathyroid extract and 4 Gm. of calcium lactate daily, but the symptoms and 
signs of tetany were completely relieved. In one proved case of hyperpara- 
thyroidism the maximal change in the serum calcium values occurred within three 
days after the removal of a parathyroid adenoma. This should be kept in mind 
in using the value for the serum calcium as the criterion of success in the surgical 
treatment of parathyroid adenoma. HeNske, Omaha. 


DISTURBANCES OF THE ENDOCRINE BALANCE AND THEIR RELATION TO DISEASES 
oF Merapotism. C. N. H. Lone, Ann. Int. Med. 9:1619 (June) 1936. 


Following a short discussion of the interrelationship between the anterior lobe 
of the pituitary gland and the other organs of internal secretion, factors which 
modify experimental diabetes were considered in the light of their relationship to 
diabetes mellitus in man. 

A better understanding of the diseases of metabolism associated with disturbed 
endocrine function could be reached by ceasing to regard them merely as altera- 
tions in function limited to one endocrine organ; they should be considered rather 
as disturbances of the equilibrium existing between all the organs of internal 


secretion. READING, Galveston, Texas. 


LAURENCE-Moon-BIEDL SYNDROME: REpoRT OF THREE Cases. M. Movitcn, 
R. G. GLappEN and A. W. Picorr, Endocrinology 19:682 (Noy.-Dec.) 1935. 

Since this syndrome was described first in 1866 by Laurence and Moon and 
later by Biedl in 1922, almost a hundred cases have been reported in the world’s 
literature. The syndrome consists of six cardinal symptoms: obesity, mental defi- 
ciency, genital dystrophy, polydactylism, retinitis pigmentosa and familial occurrence. 
None of the three boys whose condition is reported in this paper had all the six 
symptoms, yet all of them would qualify as subjects of the disease if obesity and 
genital dystrophy were grouped under the head of “pituitary dysfunction.” Two 
of these boys had the Frohlich type of dystrophy, while the third was short and 
obese, with the feminine distribution of hair and fat. Polydactylism is said to 
have been present in a paternal grand-uncle. Two boys had a high grade of 
myopia, while only one had retinitis pigmentosa. Polydactylism, mental deficiency, 
pituitary dysfunction and some visual defect were present in all three. 

Since Reilly and Lisser in their review found that all the six cardinal symptoms 
were present in only twenty-five of seventy-seven cases, the authors believe that 
partial clinical combinations deserve recognition, provided that there is familial 
occurrence. 


THE 


Jacossen, Buffalo. 


THe RELATIONSHIP OF THE ANTERIOR PITUITARY GLAND TO THE THYROID AND 
Ovary. L. Logs, J. SAxton and S. J. HAywarp, Endocrinology 20:511 
(July) 1936. 

It has been shown that extracts of the anterior lobe of the pituitary gland 
produce widely different effects depending on what test animal is used. A new 
method is described for studying these effects: Individual anterior lobes of 
pituitary glands are immersed in various solutions such as water, 0.9 per cent 
sodium chloride, alcohol, ether, etc., and subsequently implanted in test animals. 
As a result of this preliminary treatment the anterior lobes undergo changes, 
which may be demonstrated by their effects on the thyroid glands and ovaries 
of the test animals. 

Experiments are described which indicate that there exists, in addition to the 
hormone causing maturation and the hormone producing luteinization, a substance 
in the anterior lobe of the pituitary gland, mainly in that of the ox, the sheep and 
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the pig, which causes rapid destruction of follicles in the guinea-pig’s ovary. This 
substance they have designated “atresin.” Evidence is found that these three 
hormones act independently of each other, but atresin may hide the action of 
the others. 

By the method described it is possible to transform the anterior lobe of the 






pituitary gland of one species so that in its effects it resembles that of another 





species. JacopseNn, Buffalo. 











AssAY OF BLoop AND URINE FoR THYREOTROPIC HORMONE IN TH OXICOSIS AND 
MyxepeMa. §S. Hertz and E. G. Oastier, Endocrinology 20:520 (July) 

1936. 
3 A new method of assaying the thyrotropic factor in blood and urine is described. 





Pituitarectomized rats are given injections of the test material for five days; on 
the tenth day the thyroid glands are examined histologically. Support of the 
t 


thyroid gland against the histologic changes following pituitarectomy is con- 
sidered evidence of a positive test, while failure of the injected material to prevent 















the retrogression of the thyroid epithelium is considered evidence of a negative test. 

3 It was found by this method that blood serum and urine from myxedematous 
patients contain appreciable quantities of thyrotropic material, whereas none of the 
thyroid-stimulating factor could be demonstrated in the body fluids of either thyro- 
toxic or normal persons. 

With the foregoing data in mind the authors find it difficult to accept the 
so-called anterior pituitary hypothesis in its present form as a xplanation of 
the pathologic mechanism of human exophthalmic goiter. 

The urine of patients with myxedema offers an excellent sou f thyrotropic 
material for purposes of purification and chemical identificatior 

JA Buffalo. 














New Orleans M. & S 88:506 (Feb.) 





PiruITARY INFANTILISM. SYDNEY JACOBS, 


1936. 








Jacobs reports the cases oi two adolescent girls aged 15 and 16 years, respec- 
tively, each of whom had delayed menstruation, headaches and short stature. 

Under therapy with anterior pituitary extract given hypodermically, menstrual 
regularity was established, and some growth occurred. The growth reported was 
less than average for normal children of corresponding ages. Menstruation is often 





delayed to these ages and becomes normal without treatment. } ord is given 


for the rates of growth prior to treatment. 







While improvement occurred during the therapy, no proof wn that the 
E hormone was the responsible factor. Similar improvement cur and has 
occurred spontaneously. BERKLEY ; Angeles. 













[ue TREATMENT OF A TYPE OF MALNUTRITION (SIMMONDs’ DIs LIKE) WITH 







PREPITUITARY GRrowTH Hormone. Louis Berman, New York State J. Med. 
35:916 (Sept. 15) 1935. 
E Twenty-four patients with a condition suggestive of pituitary insufficiency were 
treated with standardized extract of the anterior lobe of the pituitary gland con- 
: taining the growth hormone. The ages of the patients are not given, but the 
weights show that most of the patients were adults. There was an average gain 





f about 32 pounds (14.5 Kg.) in from three to six months. 
AIKMAN, Rochester, N. Y. 













; RELATIONSHIP OF THE Pituitary GLAND TO CARBOHYDRATE M BOLISM. A. B. 
& CorxkitL, M. J. Australia 1:168 (Feb. 1) 1936. 

The history and development of knowledge of the anat ind physiology 
f the pituitary gland are reviewed by Corkill. The striking action of posterior 
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pituitary as an inhibitor of the hypoglycemic action of insulin is utilized by him 
in combating hypoglycemia. He cites the experiments of Lawrence, whose work 
indicates that the dextrose-mobilizing effect of posterior pituitary is exerted on 
the liver glycogen, but only in conditions of emergency. It has no effect in the 
normal subject. Repeating the experiments which Houssaye performed on hypo- 
physectomized dogs, Corkill and his co-workers were able to confirm Houssaye’s 
findings in the rabbit. They showed that removal of the pituitary gland rendered 
the animals hypersensitive to the hypoglycemic action of insulin. It was found 
to be extremely difficult to bring about recovery from the hypoglycemic state with 
dextrose, epinephrine and posterior pituitary. Houssaye’s work demonstrating that 
glycosuria following pancreatectomy was much less in hypophysectomized animals 
than in normal controls or in animals with only the posterior lobe removed is also 
cited. Further study of these hypophysectomized animals revealed a normal 
amount of epinephrine and as high as 6 per cent of hepatic glycogen. From these 
findings it was concluded that although glycogen was present it was resistant to 
mobilization by epinephrine. Apparently hypophysectomy interferes with the 
normal mechanism concerned with the protection of the body from hypoglycemia. 
In the absence of anterior pituitary epinephrine is unable adequately to transform 
glycogen to dextrose, and the power of the pituitary to accelerate the formation 
of dextrose from protein is depressed. 

Corkill concludes by questioning the relationship between pituitary dysfunction 
and obesity but feels that most experimental evidence points to an anterior lobe 
hormone that is actively concerned with fat metabolism. 


Gonce, Madison, Wis. 


Stupy AND DIAGNOSIS OF ENDOCRINE DYSFUNCTION IN SCHOOL CHILDREN. L. 
Morinson, J. de méd. de Paris 56:14 (Jan. 9) 1936. 


This brief review of endocrine disturbances observed in school children is 
valuable in suggesting to the teacher and the school physician indications of abnor- 
mal endocrine function in the physical condition and mental activity. 

LesLiz, Evanston, III. 


DIABETES INSIPIDUS IN EARLY CHILDHOOD. CARLOS GIANELLI, Arch. de pediat. d. 

Uruguay 7:61 (Feb.) 1936. 

Gianelli reports a case of diabetes insipidus in an infant aged 16 months. 
Marked polydypsia and polyuria were striking symptoms. The urine showed both 
albumin and sugar. A roentgenogram of the skull was normal. There were no 
ocular symptoms. Injection of extract of the posterior lobe of the hypophysis 
caused marked amelioration of the symptoms for a brief period. The child died 
of acute bronchopneumonia eight days after admission to the hospital. 


ScuLutz, Chicago. 


DystropHy ADIPOSOGENITALIS. L. VIAMONTE CuERVO, Bol. Soc. cubana de pediat. 
8:105 (March) 1936. 


The author presents eight cases of the adiposogenital syndrome. All the 
patients showed the peculiar feminine distribution of the fat. Ectopy of the 
testicles was generally present. There were certain mental abnormalities, expressed 
mainly in lack of concentration, weakness of will power, timidity and lack of 
initiative. 

In all the patients there was definite hypotonicity of the muscles with flaccidity 
of the tendons. All had flat feet. Adrenal function seemed to be deficient. All 
definitely gave the impression of hypophyseal insufficiency. In four there was a 
definitely low basal metabolic rate. 

The author discusses the possibility of a thyrotropic insufficiency of the pre- 
hypophysis. One of the patients seemed to present some evidence of a possible 
neoplasm of the hypophysis. Syphilis was present in the antecedents of two of the 


subjects. ScuLutTz, Chicago. 
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HE THYMUS AND SUDDEN DEATH IN INFANTS. 


ninos 37:65 (March) 1936. 









The author begins with a reference to the cases of sudden deat used by the 
vmus and with the statement that newly born infants should ve roentgen 
treatment for an enlarged thymus. The thymus gland is described, | the various 






theories regarding the mechanism by which this organ produc ymptoms are 
mentioned. The author is inclined to the view that death is the result of asphyxia 






from pressure on the trachea in the majority of the cases. 
Dwyer, Kat City, Mo. 
















tHe PINEAL SyNprRoME. José Borx Barrios, Pediatria espafi. 25:71 (March) 










. 1936. 
The author reports a case of the pineal syndrome, which is comparatively rare, 
na girl aged 9 years. Always retarded both mentally and physically, she began 
; to show mass growth and overdevelopment at the fifth year and had full sexual 
development with irregular menstruation from the eighth year. Except for chronic 
: cephalalgia no demonstrable symptom pointed to involvement of pineal gland, 
although this was suspected to be the chief etiologic factor. 
The author expresses the opinion that macrogenitosomia and pergenitalism 
do not necessarily indicate disease of the pineal gland if such a disorder cannot 
clearly be demonstrated. Symptoms which would definitely indicate pineal dis- 





order are hypergenitalism, hydrocephalus, obesity and visual symptoms. 






ScH Chicago. 













LATENT TOXICOSIS AND DIABETES INSIPIDUS. ANNA VON SzA Monatschr. f. 


Kinderh. 65:296 (April) 1936. 







Von Szasz reports two cases of alimentary intoxication in which the condition 
was cured by recognition and treatment of underlying diabetes insipidus. The 
author repeats that one should not overlook endocrine disturbances in conditions 
which one diagnoses clinically as nutritional disease. Gres Chicago. 













LIPODYSTROPHIA TRAUMATICA. G. H. Monrap-KroHN and RAGNAR FORSBERG, 


p Norsk mag. f. legevidensk. 97:249, 1936. 









: Lipodystrophia progressiva (Simon’s disease) is a clinical entity which was 
j described by Simon in 1911 in an article entitled “Eine seltene Trophoneurose.” 
q Simon’s patient was a 21 year old woman who during a period of ten years 
; had shown slowly progressive loss of fat from the face, upper extremities and 
: trunk. During the later five years a considerable layer of fat was observed on the 
buttocks and upper parts of the thighs. Simon thought that this disease was a 
' result of a disturbance in the internal secretion with special reference to the fat 





tissue, 






@ In the present article the authors describe a 38 year old woman in whom 
lipodystrophia developed after two traumas to the head. After traumatic menin- 
gopathy, headache and dizziness, the layer of fat disappeared from the face, chest and 





upper extremities. They consider the pathologic condition a result of a traumatic 
lesion of the hypophysis or of the parahypophysial tissue. 






ToverupD, Oslo, Norway. 






Diseases of the Muscles, Bones, Joints and Lymph Glands 






‘ONGENITAL BoNY TEMPOROMANDIBULAR ANKYLOSIS AND FAcIAL HEMIATROPHY. 
L. W. Burkert, J. A. M. A. 106:1719 (May 16) 1936. 
Bony ankylosis of the temporomandibular joint associated with mandibular 
hemiatrophy is sufficiently rare to warrant a report. Burket describes a case in 
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which the fibrous and bony fixations were freed twenty-four hours after birth 
A recurrence was noted in two months, but a sufficient opening remained to permit 
adequate feeding. No other report of this was found recorded. 


Bonar, Salt Lake City. 


TRANSITORY SYNOVITIS OF THE Hip Jornt IN CuILpHoop. J. G. Finper, J. A 
M. A. 107:3 (July 4) 1936. 

Although of relatively frequent occurrence, transitory synovitis of the hip 
joint in childhood often escapes diagnosis. It is often mistakenly diagnosed as 
tuberculosis of the hip. Finder discusses twenty-two cases observed since 1916, 
seven in the past two years. The disease occurs usually in children under 8 years. 
They have pain, muscle spasm and a limp. There is moderate elevation of the 
temperature and of the white blood cell count. Roentgen examination usually 
reveals nothing. The treatment should be conservative, consisting of rest, traction 
or immobilization and later physical therapy. The prognosis for functional 
recovery is good. Bonar, Salt Lake City. 


ANTISTREPTOLYSIN TITERS IN RHEUMATOID ArtHRITIS. M. H. DAwson and M. 

OLMSTEAD, Proc. Soc. Exper. Biol. & Med. 34:82 (Feb.) 1936. 

The antistreptolysin titer was found to be increased in the forty cases of 
rheumatoid arthritis which were of less than one year’s duration and especially 
in those in which there had been an acute or subacute onset, whereas in one 
hundred and fifty-one late cases (of more than one year’s duration) essentially 
normal values were found. HANseNn, Minneapolis. 


RHEUMATOID ArtHritis. G. L. Kerr Princes, Brit. J. Phys. Med. 10:173 (Feb.) 
1936. 
Pringle discusses various physical methods for the treatment of rheumatoid 
arthritis. Heat, massage, ultraviolet rays, diathermy, baths and spa treatments 


are considered. HartMan, Cleveland. 


JUVENILE OSTEOCHONDRITIS DEFORMANS. RAFAEL PENALVER, Cir. ortop. 4 
traumatol. 2:195 (Oct.) 1934. 


Pefialver reports eleven cases of juvenile osteochondritis of the hip. He con- 
cludes that Legg-Perthes’ disease is a static infection, and, as in all other ailments 
of this type, the bone is deficient from birth, while deformity ensues as soon as 
the deficient part of the skeleton is called on to bear the body weight. He found 
no causal relation between this disease and rickets, syphilis, tuberculosis or other 
disorders, though they might accompany it. It is far more frequent in the male 
between the ages of 4 to 10 years than in the female and is seldom found bilaterally. 
Common signs include limited abduction and inner rotation of the hip; roentgen- 
ograms show valuable signs. The prognosis is favorable, but the limb might be 
shortened, which can be remedied by orthopedic treatment. Treatment includes 
immobilization for from three to four months in a cast and plaster spica and lifting 
the sound foot 1% inches (3.8 cm.) from the ground. The patient is kept under 
close scrutiny after the cast is removed, and if any signs of impairment appear 
immobilization is carried out again. Calcium is given, with cod liver oil and 


ultraviolet irradiation. Herron, Spokane, Wash. 


Hemoptysis CAUSED BY OSTEITIS OF A Rip. A. Amorim, J. de pediat., Rio de 
Janeiro 3:178 (April) 1936. 


In a child of 7 years there were no symptoms except severe hemoptysis. 
Roentgenograms showed involvement of the seventh rib, and it was found that 
the process had eaten into a pleural vessel. The condition was presumed to be 


syphilitic. SANForD, Chicago. 





birth 
ermit 


hip 
d as 
1916, 
ears. 
the 
tally 
‘tion 
onal 


r 


| M. 


> of 
ally 
one 
ally 


eb.) 


ABSTRACTS FROM CURRENT LITERATURE 643 


RETICULOCYTES IN LymMpHaATISM. CHARLOTTE Htxsze, Arch. f. Kinderh. 105:73, 
1935. 

In a study of twenty-nine cases of lymphatism in children a relative increase 
in monocytes and lymphocytes was evident, while the total white cell count was 
unchanged from the normal. An increase in the reticulocytes was observed only 
in those cases in which mild anemia was present. It appears questionable, there- 
fore, whether an increase in reticulocytes can be accepted as a criterion of 
ly ati . a 
lymphatism. Crane, Chicago. 


CaLciFIED MESENTERIC GLANDS. HaraAtp Bock, Monatschr. f. Kinderh. 65:7; 

(March) 1930. 

Bock presents case histories and roentgenograms to show that calcified mes- 
enteric lymph nodes can be demonstrated by the roentgen rays, A roentgenogram 
taken in the ventrodorsal position is satisfactory. The source of the tuberculosis 
is probably a primary lesion in the intestine, although the patients frequently 
showed involvement of the cervical lymph nodes. In all these cases the source 


of the tuberculosis was probably the gastro-intestinal tract. 
GERSTLEY, Chicago. 


VITAMIN C AND PROGRESSIVE MuscuULAR DystropHy. Y. Hirata and K. SuzukI, 

Orient. J. Dis. Infants 18:355 (Nov.) 1935. 

Noting the similarities of pathologic as well as chemical changes in the tissues 
between progressive muscular dystrophy and certain types of virulent intoxication 
such as that due to diphtheria toxin or tetanus toxin, the authors studied the effect 
of the parenteral administration of vitamin C in various typ f conditions in 
which there was atony of the musculature. The following observations are 
recorded: 1. The excretion of creatinine and creatine began to decrease within 
a week after the administration of vitamin C, and the creatine-creatinine ratio 
was restored to the normal value. 2. The high value for blood phosphorus, due 
to an increase in the inorganic phosphorus content as seen in patient ith muscular 
atrophy, returned to the normal level after the administration of vitamin C. 3. A 
peculiar sensation of itching and spastic contraction of the affected muscles devel- 
oped regularly in these patients at a definite time after the beginning of the 
vitamin C therapy. 4. A decrease in the value for chronaxia in the muscles of 
the leg (the gastrocnemius muscle and the anterior tibialis muscl curred until 
a normal level was reached. 5. The administration of vitamin C, furthermore, 
brought about an increased ability of various muscles to function more or less 
normally, and tendon reflexes also showed marked improvement \ further study 


iS IN progress. kK Chicago. 


Diseases of the Eye 


RESULTS OF CERVICAL SYMPATHECTOMY IN PIGMENTARY DEGENERATION OF THE 
RETINA. FRANK B. WatsuH and Lourse L. Stoan, Arch. Ophth. 14:699 
(Nov.) 1935. 

Three patients with pigmentary degeneration of the retina were subjected to 
peration on the cervical sympathetic trunk, without benefit in two cases and with 
questionable benefit in the third. In two cases there were no improvement in 
ision, the fields or the light sense and no visible changes in the caliber of the 
retinal arteries. In the third case there were many complications from the sympa- 
thectomy, but the patient insisted that there was improvement in her visual fields 
and night blindness, although this could not be demonstrated. 

W! TT, Chicago. 
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RELATION OF STRABISMUS TO RIGHT OR LEFT SIDEDNEss. W. H. FINK and Bryn 
BryNGELson, Arch, Ophth. 14:947 (Dec.) 1935. 

The authors believe that strabismus is a dysfunction of the fusion centers related 
to dysfunction of other brain centers. They had called to their attention a 5 year 
old boy, who, while being treated for strabismus, began to stutter. He was left- 
handed, and the right eye was convergent. The child was instructed to use his 
right hand in drawing. After several weeks he began to stutter. The stuttering 
ceased as soon as the drawing with the right hand was stopped. In a series of 
sixty persons with convergent strabismus, 42 per cent were ambidextrous; 58 pe: 
cent were right-handed, and none was left-handed. Shift of handedness occurred in 
60 per cent of the group, and there were speech defects in 40 per cent. 

Wescott, Chicago. 


THE CONSERVATION OF VISION IN THE CHILp. G. E. DE SCHWEINITZ, Pennsy! 
vania M. J. 39:774 (July) 19306. 

Successful conservation of vision in children’s eyes depends on the cooperation of 
the general physician, the pediatrician and the ophthalmologist and on the coopera- 
tion of the obstetrician. If it were possible to examine critically a hundred 
thousand blind people, it would be found that about a fourth of them had lost 
their sight by some infection or disorder that might have been checked. De 
Schweinitz reviews (1) corneal defects and their origin, (2) phlyctenular kerato- 
conjunctivitis, (3) lacrimal obstruction (dacryocystitis), (4) refractive errors, (5) 
sight-saving classes and (6) strabismus. 

It is the duty of the general practitioner and the pediatrician, when one or 
the other observes abnormalities which pertain to the eyes and their nerve con- 
nections, to refer the patient for expert examination, just as it is the duty of the 
ophthalmologist to call in the physician if the condition calls for physical 


examination. Locue, Williamsport, Pa. 


DWARFISM WITH RETINAL ATROPHY AND DEAFNESS. E. A. COCKAYNE, Arch 

Dis. Childhood 11:1 (Feb.) 1936. 

Two cases are reported in which dwarfism was associated with deafness 
retinitis pigmentosa and mental retardation. One patient was a girl of 7 years; 
the other was a boy of 6 years. 

2 fs A chilice re ni relate , . 

The two children were not related. Ketty, Milwaukee. 


POSTERIOR LENTICONUS AND FALSE LENTICONUS. ANTONIO ALCALA LOpEz, Arch 
de oftal. hispano-am. 35:505 (Oct.) 1935. 

This is a report of a case of bilateral eccentric pseudolenticonus in which the 
optical and the clinical picture corresponded exactly to those described in previous 
reports of cases of posterior lenticonus, but in which an examination with the slit 
lamp showed a normal capsule and a normal position of the lenticular nucleus 
\fter reference to the cases of Vogt, Riedl, Krasso and Jakobowicz, whose observa- 
tions were confirmed by this method, and to the studies of Pergens, Bach, Beck, 
Hess and von Hippel, which show the nonexistence of lenticonus in eyes of rabbits 
and pigs clinically presenting the classic complex of symptoms, Alcala Lopez agrees 
with Dor in considering most of the reported cases of lenticonus as examples ot 
pseudolenticonus. 

He attributes the picture to a localized thickening of the lens with increase ot 
its refractive index, possibly due to aberrant lenticular cells of an abnormal type, 
separated from the anterior epithelium during fetal life, which were preserved and 
which developed in the midst of the normal ones from the posterior epithelium, 
or to pathologic changes similar to the formation of refringent globules in flat cell 
epithelioma (cholesteatoma of Miiller). 

Fintay, Havana, Cuba. [ArcH. OpHTH.] 
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GENEALOGIES IN TWENTY-EIGHT CASES OF HEREDITARY PIGMEN 


TION OF THE RETINA. W. SCHEURLEN, Klin. Monatsbl. 


(June) 1935. 


Scheurlen has compiled the records in 506 cases of retinitis pign 


at the University Eye Clinic of Tiibingen since 1877. Tables 


of the birthplaces of the patients show an even distribution over 


counties. This indicates that the entire population is uniformly 
pathologic gene. 

Consanguinity does not play the decisive rdle it has been 
occurred in healthy branches of the families as well as in tho 
members suffered from retinitis pigmentosa. In some villages wh« 
could be followed back to the middle of the seventeenth century, 
was ultimately related with the others. The affliction with the g 


ccurred in the whole population many centuries ago. The poss 


retinitis pigmentosa is a recessive hereditary process; positive 


established before the identity of the heterozygotes has been objec 


The percentage of those afflicted remained unchanged during thes« 


genealogies show that 72 of the 94 diseased persons had no de 
22 had children and grandchildren, all of whom were healthy 
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ARY DEGENERA- 
\ugenh. 94:761 


ntosa observed 
ting the names 
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re the genealogies 


st every one 
seems to have 
bility exists that 
of cannot be 
tively established. 
fty years. The 
scendants. Only 
except that in 


genealogy 16 one woman had 2 diseased sons. “Sterilization of 92 diseased persons 


? 


would have prevented up to date the birth of only 2 hereditarily 


sons and of 237 phenotypically healthy persons.” The fact that 


persons had no descendants allows one to conclude that the relatior 
and diseased genes changes slowly in favor of the healthy descend 


Stroiti, Cincinnati 


ANGIOMA OF THE CHOROID WITH NAEVUS FLAMMEUS OF THI 
or A CAsE. A. Lupwic, Klin. Monatsbl. f. Augenh. 95:168 


In 1931, Lindenmeyer compiled a list of six cases of angior 


In five of these cases the eyes were enucleated as presenting sarcot 


In three other cases the symptoms pointed strongly toward the 
histologic examinations could not be made as yet. In the ren 
cases reported to date choroidal angioma was observed incident 


examination; the eyes had been enucleated for absolute glaucor 
Ludwig’s patient, a woman aged 28, was born with a hemangior 


the size of a pea. In the course of time it grew to the size of a 
patient had no discomfort until headache set in two years pri 
Soon afterward the nevus assumed a darker hue, and vision fail 


tine 


temporal from the disk was a depigmented area of the retil 
diameters in width. It showed a pigmented margin resemblin 
which occurs after a reattachment of the retina. In this case tl 
detached, and the macular area was normal. Small yellowish 
refracting “foam bubbles” were observed in the retina. In Lud 
may have been akin to the vacuoles in the inner granulated 
Reiss. The grayish blue color of the detached portion of tl 
him to interpret the lesion as an angioma. He considers this diag 
by the presence of the facial nevus, the youthful age of the pati 
aspect of the demarcated area. According to Ludwig, the absen 
of the macula and of a sector-shaped deficiency in the visual 
other authors, is to be explained by the peripheral location 


Stoii, Cincinnati. 


GonococcaL OpHTHALMIA. C. J. Wu, C. H. TENG and C. C. W 
50:59 (Jan.) 1936. 


The writers report an epidemiological study coming from 
public health, Peiping Union Medical College. In an institut 
poor in the city of Peiping, where the living quarters were 
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the inmates coming from the lowest strata of society, those in the age groups of 
10 to 19 years and 50 to 59 years suffered the greatest percentage of infection. 
All the patients became infected after admission to this institution. The presence 
of a single case of gonorrhea with an active discharge, in addition to unhygienic 
conditions favorable for transmission, was considered sufficient to cause the epi- 
demic of gonococcic ophthalmia. A common water-tank, a scanty quantity of 
warm water and the use of common towels would explain the spread of the 
ophthalmia. Twenty-one of the sixty patients lost one or both eyes. 

The authors emphasize the importance of adequate hygienic conditions and 


medical care in public institutions. Nerr. Kansas Citv. Mo 


THE Posture OF THE BULBUS OCULI IN PREMATURE INFANTS. T. SALMI and 

A. Ereroia, Acta pediat. 18:419, 1936. 

The characteristically downcast and prominent appearance of the eyeball in 
the premature iniant has received relatively little attention in either the literature 
or the textbooks of pediatrics; few explanations have been offered. Salmi and 
Eerola measured the diameter of the cornea, the width of the palpebral fissure 
and the diameter of the pupil, also the circumference of the head and of the chest 
in thirty-one premature infants. On a number of the infants the measurements 
were made serially from the neonatal period past the end of the second year. In 
this manner it was possible to establish a correlation between the position of the 
eyeball and the ratio of the circumierence of the head to that of the chest: In 
general, exophthalmos and downcast eyes were found in every infant whose head 
had a circumference more than from 2 to 3 cm. greater than that of the chest. 
As the two measurements became more nearly equal the position of the eyes 
approached or reached the normal appearance found in full term infants. In 
many of the infants the peculiarity was found to be present during the first few 
weeks of life; in all it had disappeared by the end of the second year. 

Anatomic studies revealed no difference in the conformation of the orbits 
between the premature and the full term infants. Further investigations of this 
matter are in progress. Despite the lack of anatomic explanation, the correlation 
described suggests that the peculiar posture of the eyes of premature infants is 
due to a relative disproportion between the growth of the brain, as reflected by 
the increasing diameter of the skull, and the growth of the skeletal system, repre- 
sented by the diameter of the chest. McCune, New York 


Skin Diseases; Allergy 


TUMOR OF THE SKIN OF UNKNOWN ORIGIN: REPORT OF A CASE. FREDERICK REHM 
Scumipt, Arch. Dermat. & Syph. 32:626 (Oct.) 1935. 

Schmidt reports the case of a girl of 15 years with a rapidly growing button- 
like tumor on the dorsum of the left forearm. It was unaffected by roentgen 
radiation. Microscopic examination showed the epidermis to be intact and pushed 
out by a round mass of dark-staining cells clearly distinguished from the surround- 
ing tissue. Under high magnification the nuclei were seen to be rodlike. The 
cells were fusiform, and their cytoplasm was denser than that of the surrounding 
fibroblasts. Mitoses were absent, and there was a moderate degree of nuclear 
anaplasia. The pathologic diagnosis was malignant leiomyoma, which Boyd stated 


seldom gives rise to metastases. Duttn, Iowa City. 


SIMPLIFIED METHOD FOR MEASURING THE SCALP Previous TO ROENTGEN EPILATION. 
Rusen Nomianp, Arch. Dermat. & Syph. 32:631 (Oct.) 1935. 
A simple method for measuring the scalp previous to roentgen epilation is 
described. This requires only a skin (eyebrow) pencil and a flexible celluloid 
ruler cut to a length of 5 inches (12.7 cm.). The time required to make the 


measurements is about thirty seconds. Dense: tosn- Cie 
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ABSTRACTS 





RAYMOND V. QUINLAN, 





SincLE Puncture MEtTHop oF TESTING WITH ALLERGENS. 
Arch. Dermat. & Syph. 32:631 (Oct.) 1935. 
Quinlan used the scratch method in giving skin tests for allergens, then the 

multiple puncture method, as used in vaccination against variola. Now he advocates 

a single puncture. The allergen is applied as usual; then the needle is placed at 

45 degrees, and a single puncture is made, the needle being elevated two or three 

times to allow the fluid to run between the layers of the skin. This method has 

been very satisfactory and does not leave the stains on the sl is scratching 
does, especially if done a little too deeply. Duttn, Iowa City. 


Po 


PsoRIASIS WITH BULLAE: Report OF A CASE. Oscar L. Levin and Jesse A. 

Totmacu, Arch. Dermat. & Syph. 32:718 (Nov.) 1935. 

Levin and Tolmach report a case of a boy, 10 years old, who had circinate 
lesions on the anterior aspect of the thighs with the first outbreak the eruption. 
These looked like ringworm, and when treated with iodine by the mother they 
promptly disappeared. Fifteen months later he had a similar but generalized rash 
along with some lesions showing definite vesicular and bullous elements in the 
center of the lesions. On the elbows were groups of papulosquamous lesions, 
which were typical of psoriasis. Photographs of the lesions of the hands and feet 
are included. Pathologic sections of the various lesions led the pathologist to 


believe that they were all of the psoriatic type. The case is reported because of 
the rareness with which bullous lesions occur in psoriasis. 
Dutin, lowa City. 





PuHyititis Scuuyi_er, New York State J. 





Favus IN A NATIVE ScHOOL CHILD. 
Med. 35:781 (Aug. 1) 1935. 


A boy of 12 years had been under treatment for ringwort r two years. 
Microscopic and cultural examination proved the condition to be favus. “A plea 
is here made for the microscopic and cultural examination of all scaling diseases 
of the scalp in school children. Arxman. Rochester. N. Y. 





URINARY ProTEOSE IN DermatTotocy. S. E. Licut, Northwest Med. 34:203 
(June) 1935. 
Light reports the clinical use of proteose obtained from the urine of allergic 


patients, prepared by the method of Oriel (Lancet 2:406 [Aug. 1] 1933). Twelve 
patients were reported on, one aged 11 months and one, 12 years. A large number 


of injections was necessary. Local reactions of moderate intensity and an occa- 
sional general reaction with chills were observed. No improvement was seen in 
cases of urticaria. The best results were obtained with eczematous forms of 
dermatitis. There was often improvement or cure of the condition in spite of the 
continuation of offending foods. Scorr, Philadelphia. 














V. BrAITHWA Arch. Dis. 





FURTHER OBSERVATIONS ON PINK DISEASE. 


Childhood 11:49 (April) 1936. 

The further observations are that pink disease is caused by sensitivity to 
physical agents, especially heat and sunlight. Cooling the patient ht clothing, 
hydrotherapy and keeping them out of direct sunlight greatly reduces the mortality 
ind shortens the course of the disease. Bini s Miteaulias: 


i 


o 
1 
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SUPERFICIAL X-RAY THERAPY. ERNeEsT Dore, Brit. J. Phys. Med. 10:74 (Sept.) 
1935. 
Dore discusses the results of his experience in the treatment of most of the 


ommon cutaneous disorders. The article is conservative. 


HARTMAN 


Cleveland. 
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Tue TREATMENT OF Pink Disease. G. B. Sweet, M. J. Australia 1:430 (March 
28) 1936. 

As the result of treating thirty-six consecutive patients with erythredema Sweet 
is of the opinion that all patients with the disease, whether mild or severe, pro- 
vided that they are not admitted to a hospital, can be cured in a few weeks by 
ultraviolet radiation. Exposures to the radiation from the mercury vapor ar< 
are given twice weekly, beginning with two minutes of exposure with the lamp 
100 cm. from the patient and increasing the exposure to a maximum of ten minutes 
with the lamp placed 60 cm. distant. The patient is warmed by radiant heat (as 
from an electric heater) before, during and after the treatment with the radiation 
from the mercury vapor arc. Also the patient is turned from the recumbent 
to the prone position and back again at least every minute. Contrary to Braith- 
waite’s experience of having only four of twenty-seven cases occur in the winter 
months, Sweet found the onset of the disease in twenty-eight cases to be evenly 
distributed through the year—summer, 8; autumn, 6; winter, 6; spring, 8. 

Gonce, Madison, Wis. 


A Stupy oF THE PERMANENT BACTERIAL FLORA OF CHILDREN’S SCALPS. 
MICHELINE DE BIEHLER, Arch. de méd. d. enf. 39:157 (March) 1936. 


Numerous investigations have indicated the existence of bactericidal substances 
in the skin and its adnexa. Reviewing his experiences with both human and animal 
subjects, Braun arrived at the following conclusions: 1. The skin and scalp of 
human beings and the hair of laboratory animals as well as human cerumen, 
contain definite protective bodies. 2. These bactericidal substances may be dis- 
solved in alcohol, ether and acetone; if the method of Janek and Jorgensons is 
used, aqueous extracts from the human skin may also be obtained. 3. The extracts 
from hair and cerumen attenuate or wholly arrest bacterial growth on agar. 

The term applied to these specific properties, as used by Hoffmann, is embraced 
in the general caption “esophylaxis.” Biehler conducted a bacteriologic investiga- 
tion of the hair of 100 children ranging in age from 1 to 14 years in one of the 
larger cities of Poland. 

Of the samples placed in culture mediums only 9 per cent gave no growth; 
of those yielding a growth, 62 per cent showed invasions by Staphylococcus albus. 
The conclusion is reached that the presence of so-called protective substances in 
these areas has not been clearly demonstrated. - Amesse, Denver. 


DISSEMINATED GANGRENE OF THE SKIN IN Earty CuitpHoop. R. TurQUuETY, 
J. de méd. de Paris 56:9 (Jan. 9) 1936. 


Primary gangrene of the skin occurring in debilitated infants is described. The 
anatomicopathologic and bacteriologic changes and the theories of pathogenesis are 
discussed. In the cases reported by the author no organisms were observed in the 
lesions, although the pneumococcus was isolated from the blood. The author, 
however, thinks that the pneumococcus was not the cause of the gangrene but 
that it was present in association with terminal pneumonia. 

Lestiz, Evanston, III. 


GENERALIZED INTERSTITIAL CALCINOSIS IN A CHILD AGED Five YEARS. PIAGGIO 

Garzon and J. A. Soro, Arch. de pediat. d. Uruguay 7:66 (Feb.) 1936. 

A child 5 years of age with generalized interstitial calcinosis received exces- 
sively large doses of a solution of two calcium salts, chloride and lactate, for 
several years. Nodular masses appeared over the sacrococcygeal region and the 
gluteal muscles. Similar masses were also noted in the muscles of the leg and 
the muscles of the forearm, especially in the bend of the elbows, at the humeral 
insertion of the pectoral muscles and in the various muscles of the neck. The 
masses varied in size and were superficial, freely movable and _ painless. 
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3iopsy showed the masses to consist largely of fat infiltrat with deposits 







q f calcium and surrounded by fibrous tissue. The generalized infiltration, espe- 
: cially about the extremities, caused marked limitation of motio: 

The blood calcium content was 12 mg. per hundred cubic centin eters, and the 
;: phosphorus content was 4.3 mg. 
= The authors doubt whether the prolonged use of the calcium salts played any 






particular role in the production of the pathologic process. 






Sci rz, Chicago. 







TREATMENT OF VON RECKLINGHAUSEN’S DISEASE WITH PLURK LAR PREPA- 
RATIONS. S. Ocawa, J. Pediat. (Tokyo), no. 430, Feb. 20, 1936, p. 420. 







Ogawa reports a case of neurofibromatosis in a boy 10 years and 9 months 
ff age, in which remarkable improvement in the clinical manifestations followed 
a year’s treatment with pluriglandular preparations. 









Chicago. 





















: CLINICAL AND STATISTICAL STUDIES OF IMPETIGO ALBOSTAPI NES (Donut). 

BS H. Asano, Jap. J. Dermat. & Urol. 38:271 (Aug.) 1935. 

: Asano made a study of 165 cases of impetigo “albostaphylog s (Dohi)”; she 
found that the condition is rare before the fourth month of postnatal life and that 
after the second year it is less frequent, becoming extremely rare after the sixth 

bi year, 

4 Histologic examination of the lesion discloses the line of separation of the 

Z vesicle to be in the granular or in the malpighian layer, though the epithelial pegs 

‘ were never either edematous or elongated. The content of 1 vesicle consisted 

. of fibrin, moderate numbers of polymorphonuclear leukocytes and, rarely, mono- 

a nuclears and swollen epithelial cells. A moderate amount of dilatation of the 

3 vessels and a mild perivascular infiltration were present, th« ilar constituents 
corresponding to those of the aforementioned vesicular content icteriologically, 
the staphylococci were present mostly within the leukocytes or in the vesicular 
fluid. During the course of one case the coincidental appearai f an eruption of 
neasles produced a condition resembling ecthyma gangraenosut Photographs of 
microscopic sections and of lesions accompany the article 

J. W. Brennan, Chicago. [ArcH. D & Sypu.] 















A SupPLEMENTARY VIEW TO THE THEORIES ON ANAPHY SHock. Y. 
Suinomiya, Orient. J. Dis. Infants 18:33 (July) 1935. 







i Shinomiya observed that following a shock-producing operation in young rabbits 
a there was a marked increase in the hydrogen ion concentratio1 the body fluids, 
Ld ° e . 7 4 rr 
: a rise in the body temperature and some changes in the blood sugar level. These 
changes were minimized by an injection of a vitamin B preparat r of a sodium 
salt r hile acids ‘os 
alt of bile acids. 0, Chicago. 





















\ CASE OF ERYTHROMELALGIA IN A Cuitp. A. Miwa and C. } MURA, Orient 

J. Dis. Infants 18:341 (Nov.) 1935. 

The case of a boy 7 years and 9 months of age with erythromelalgia who 
made a complete recovery following eight injections of epinephrine hydrochloride 
(from 0.1 to 0.2 cc. of a 0.1 per cent solution) is reported. 1 patient showed a 
typical symptom complex consisting of paroxysmal pain, erythema, edema and 
local heat in the extremities, and examination of the capillaries by means of a 





capillary microscope revealed dilated and tortuous vessels durit he height of the 
I y 


disease, the condition of the vessels returning to normal with the disappearance 
of the symptoms. The authors regard the disease as due to listurbance of the 
vegetative nervous system. o. Chicago 
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PostPpRIMARY EryTHEMA NoposumM. Arvip WaALLGREN, Acta tuberc. Scandinav. 
9:1, 1935. 

A positive reaction to tuberculin associated with erythema nodosum appears 
as a rule at the same time as the first tuberculous manifestation in the organism 
at the termination of the period of incubation (primary erythema nodosum tuber- 
culosum). Sometimes it appears in persons who have reacted positively to 
tuberculin for a long time; the erythema then may be due to a secondary rise of 
the allergic response (postprimary erythema nodosum tuberculosum), or it may 
be caused by an agent which has nothing to do with the existing tuberculous 
infection (nontuberculous erythema nodosum). Wallgren reports fourteen cases of 
postprimary erythema nodosum tuberculosum. In four the erythema developed 
from one to two days after measles, in five cases from three to four weeks 
after the beginning of whooping cough, in four cases after tonsillitis and in one 
case during an attack of enterocolitis. There was an aggravation of the preexist- 
ing tuberculous lesion in only two cases (after measles); in the twelve remaining 
cases the tuberculous state was unchanged. The course of the postprimary type, 
as a rule, is much shorter than that of the primary type. Taking everything into 
consideration, there is therefore reason to regard the prognostic outlook in the 
postprimary type of the disease as much brighter than that in the primary type, 
as far as the length of the necessary care and the probabilities of simultaneous 


clinical tuberculous disease are concerned. Wauicren. Gothenburg. Sweden 


Cutis MARMORATA TELANGIECTATICA CONGENITA. H. Tonsretu, Norsk mag. f. 

legevidensk. 96:891 (Aug.) 1935. 

In 1932 Lohuizen described a peculiar congenital anomaly of the skin, consist- 
ing of a general dilatation of the superficial veins, causing a marmorated aspect. 
He called it cutis marmorata telangiectatica congenita. Tonseth has observed 
another case of the same congenital disease in a new-born girl. The changes were 
most pronounced on the head. There were signs of malnutrition of the skin, 
with oblong areas of necrosis following the direction of the distended veins. The 


telangiectasis healed, leaving scars. WALLGREN, Gothenburg, Sweden. 


Surgery and Orthopedics 


EVAPORATION OF WATER FROM SUPERFICIAL Burns. G. S. McCrture, Arch. Surg. 

32:747 (May) 1936. 

Experiments were carried out in thirteen cases of first degree and second 
degree burns to determine if evaporation from burned surfaces accounts for a 
significant portion of the dehydration of the body that is believed to be present 
after accidental burns and to determine also if the treatment of these surfaces 
with tannic acid materially modifies this evaporation. It was found that the rates 
of evaporation from areas of first degree and second degree burns were increased. 
Tannic acid formed a hard covering and prevented evaporation in second degree 
burns. In first degree burns tannic acid did not form a coagulum; consequently 


evaporation remained high. Kaiser. Rochester, N. Y 
SER, ster, N. Y. 


Tue ACETABULAR INDEX IN INFANTS IN RELATION TO CONGENITAL DISLOCATION 
OF THE Hip. SAMUEL KLEINBERG and H. S. LirpermMan, Arch. Surg. 32:1049 
(June) 1936. 

Kleinberg and Lieberman sought a method for recognizing during the early 
months of life any maldevelopment in the structures of the hip likely to eventuate 
in dislocation. They studied the angle of inclination of the iliac segment of the 
acetabulum to the horizontal line in normal and in congenitally dislocated hips, 
in the hope of obtaining some practical basis of measurement that would help in 
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letermining whether the hips of a new-born infant are normal or are likely to 
become dislocated. Twenty-three infants whose hips were normal and thirty-five 
infants with congenitally dislocated hips were examined by means of roentgen- 
ograms. It was found that the acetabular index for the hips of new-born normal 
infants is regularly low and lower at 2 years of age. The acetabular index for 
congenitally dislocated hips is constantly high. It is concluded that an infant 
with a high acetabular index should be placed in an apparatus in order to hold 
the lower limbs continuously in marked abduction. 
KAISER, Rocl 


SuRGICAL TREATMENT OF ANOMALIES OF UppeR URINARY TRA IN CHILDREN. 

M. F. Campse.., J. A. M. A. 106:193 (Jan. 18) 1936. 

An anomalous organ is more subject to disease than a normal one, and if 
anomalies are found in the lower part of the urinary tract the chances are great 
that the upper urinary tract is anomalous. Most interest is focused on obstructive 
uropathy, because congenital hydronephrosis and chronic pyuria are found asso- 
ciated with it. Although the recuperative powers of the kidneys of the young 
favor conservative surgical intervention, delay in the diagnosis of the commoner 
anomalies of the upper urinary tract often renders nephrectomy necessary. Atten- 
tion to preoperative preparation, conservation of the body heat, rigid hemostasis 
and minimal trauma during operation, together with considerate postoperative 
care, make it possible to care for young patients successfully by radical attack. 


Bonar, Salt Lake City. 


[THE MANAGEMENT OF STRUCTURAL SCOLIOSIS. SAMUEL KLEID M. Rec. 142: 
536 (Dec. 18) 1935. 

The chief objects in the treatment of structural scoliosis are: (1) reduction 
of the curvature of the spine, (2) improvement of the appearance of the back, 
(3) diminution of the prominence of the projecting ribs and (4) arrest of the 
increase of the deformity. 

When the maximum amount of improvement has been obtained, it is important 
to decide how the improvement can be maintained and a relapse avoided. Klein- 
berg discusses the methods he considers best for continuous improvement and 
then takes up the operative treatment. WiLu1AmMson, New Orleans. 


W 


oor DEFECTIVENESS IN SCHOOL CHILDREN. Maurice J. Lt Pub. Health Rep. 
51:631 (May 15) 1930. 
This survey was carried out on two hundred and eighty-tw children in 
New York City, most of whom were colored. The results are given in the table. 


7 


Foot Defects in Two Hundred and Eighty-Two Sch dren 


Defect 


Improper mode of walking 

Defective posture 

Improper foot-gear 

Superficial defects 

Weak foot 2s ' 

Functional impairment of » anterior metatarsal arch 
Hallux valgus* 





* Including all minor deflections of the great toe 
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VOLKMANN’S SYNDROME. JACQUES LEVEUF, Rev. d’orthop. 23:5 (Jan.-Feb.) 1936 

This syndrome has two stages: (1) onset with inability to move the muscles 
of the forearm and the hand, often pain or tingling, edema and cold, cyanosed 
fingers; (2) retraction of the fingers and hand in “griffe.” 

The edema is not a true edema due to compression, since it does not disappear 
rapidly after the removal of the constricting bandages. 

The typical griffe de Volkmann consists of hyperextension of the proximal 
phalanx, flexion of the two distal phalanges and flexion of the wrist, with loss 


of motion of the adductor muscles of the thumb and of the intrinsic muscles of 
the hand. 

In section the muscles are pale, almost cadaverous, and segmented, with promi- 
nent Bowman’s disk. Many macrophages and multinuclear cells are scattered 
throughout the sections. 

The author expresses the belief that a predisposition within the tissues is neces- 
sary for the development of Volkmann’s syndrome. His studies have shown the 
presence of spasmodic contractions in the arteries, arterioles and precapillaries, 
and it is his belief that such a condition develops only in predisposed tissue. 


RyAN, Vancouver, Canada. 


ANEMIA AND HyYPERPYREXIA AS POSTOPERATIVE COMPLICATIONS IN INFANTS. JAN 
KossAKOWSKI, Pedjatrja polska 15:110, 1935. 

Much has been written in the French and other European literature on anemia 
and hyperpyrexia in infants as postoperative symptoms often associated with rapid 
death. Kossakowski discusses extensively the causes of these complications. The 
most important point to remember is that they occur most frequently in infants 
under 1 year of age. 

The author reports a number of cases in which these complications occurred. 
Some of the reports have résumés of postmortem examination. No cause of the 
complications was found. In the surgical department of the Children’s Hospital 
in Warsaw the following rules have been instituted: 

1. Operations on infants are postponed until the patients are over 1 year of 
age, if possible. 

2. The infant should stay in the hospital for some time preoperatively or should 
be brought daily to the clinic for several days before the operation. If there 
is any suspicion of an infection of the upper respiratory tract the operation is 
postponed. 

3. The prognosis is guarded in all operations on infants. 


KRuPINSKI, Chicago. 


Teeth and Dentistry 


Some ASPECTS OF DENTAL ARCH GrRoWTH. SAMUEL J. Lewis, J. Am. Dent. A. 

23:277 (Feb.) 1936. 

A periodic examination, including oral plaster casts, of children studied through 
the cooperation of the Merrill-Palmer School of Detroit was made. Dr. Lewis 
presents an analysis of the width of the cuspid in the dental arches of the growing 
child. His findings indicate that there is some similarity in the dimensional 
increases in this area for those children in whom a normal functional denture 
ultimately develops. The amount of growth and the chronological age at which 
this growth takes place was not uniform. The growth of the intercuspid region 
is apparently coincidental with the eruption of the permanent incisor and cuspid 
teeth. One period of accelerated growth, beginning during the eruption of the 
incisors, and a second less variable period, beginning with the eruption of the 
permanent cuspids, were noted. Growth of the lower denture normally precedes 
that of the upper denture and forms the pattern on which the upper denture is 
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odeled. Periods of adjustment occur during the plateaus when less or no dimen- 
sional increase takes place. 
Whether the final result is one of normal or abnormal occlusion appears to 
allied not only to the relationship of the individual teetl h arch but 
to the relationship of the arches and the time of shedding and eruption of the 
teeth. Dr. Lewis believes that repeated observation is of great assistance in the 
3 iagnosis of malocclusion. \ Chics 











\ STATISTICAL STUDY OF CARIES IN THE DECIDUOUS AND PERM r TEETH OF 
CHILDREN. JOSEPH T. CoHEN, J. Am. Dent. A. 23:312 (1 1936. 
4 From a study of 2,554 children ranging in age from 2 to 15 rs the author 













as tabulated the incidence of caries with regard to age, sex, 1 with respect 
to Jewish and non-Jewish children) and socio-economic class. His conclusions 
; ire that girls have slightly better permanent teeth than do boys up to about 13 
years of age. Children from families of higher socio-economic groups have better 
q leciduous teeth but a somewhat higher incidence of caries in t permanent teeth 
than children of lower socio-economic groups. The deciduous teeth of non-Jewish 
children are better than those of Jewish children up to the ag f 6 years; the 
conditions are similar thereafter. The permanent teeth of Jew hildren seem 
to be slightly better than those of non-Jewish children after the age of 12 
\pproximately 80 per cent of the lower first permanent molars were defective by 
10 years of age. It should be noted that in the socio-economic classes into which 
Dr. Cohen divided 1,437 children studied from this standpoint t number who 
could. be considered as privileged children obtaining medical and dietary super- 
i vision was relatively small. Both the criteria on which the divisions were made 
4 and the manner of grouping may have some effect on the conclusions drawn by 
q the author in this respect. Chicago. 


















Care NECESSARY FOR THE First TEETH. M. DECHAUME, Rev. méd.-sociale de 








q lenf. 3:6 (March-April) 1935. 

4 Dechaume advises strict care of the first teeth rather than neglect of defects 
Ee and caries, even though these teeth are temporary. Brushing of the teeth with 
a dilute solution of sodium bicarbonate should start early after their eruption. 
E Cavities should be filled as they develop. The general nutritio: the child must 
4 be watched, especially in regard to vitamins and calcium. 










SHA vanston, III. 









THE MANDIBLE OF CHINESE CHILDREN. H. Saxkat, J. Orient. Med. 24:22 (Feb.) 

1936. 

This study comes from the Anatomical Institute, Mukder lables of angles 
and indexes are given, and in the discussion comparisons are made with the 
findings 1 “hi Se ¢< ts 
ndings in Chinese adults. LES nston, Ill. 






Miscellaneous 
















: CLINICAL SPECTROSCOPY IN ArGyRostIs. L. E. Gaur and A. H. § , J. A MSA. 
s 104:1387 (May 20) 1935. 

Gaul and Staud warn of the dangers of argyrosis from t indiscriminate 
%, - - # ‘ 3 2 ‘ 
q use of colloidal silver preparations and report seventy such s. Within the 
a past year they observed fifteen cases in children under 10 ye f age in which 












the condition developed following intranasal applications of ryrol and neo- 
ilvol. As there is no treatment for argyria at present, th children will be 
liscolored for life. The degree of discoloration depends « t duration and 





ntensity of solar or artificial radiation. Argyria becomes apparent when 
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the equivalent of 0.8 Gm. of silver arsphenamine is retained. Analysis by bio 
spectrometric methods affords a new test for the identification of argyria. 
Bonar, Salt Lake City. 


STUDIES ON THE VENOMS OF NorTH AMERICAN Pit Vipers. T. S. GITHENS, 

J. Immunol. 29:165 (Aug.) 1935. 

A study was made of the venoms of more than twenty-five species of North 
American pit vipers, most of which were different species of rattlesnakes. In 
general, the amount of venom secreted by each species varied directly with the 
size of the species. The smaller snakes generally yield more potent venom per 
unit volume than the larger. However, because of the greater volume of venom 
yielded by the larger snakes, a single extraction of venom contains a greater 
number of fatal doses. An analysis of the mortality from snake bites in man 
indicates that the danger from bites varies almost directly with the size of the 
Species. FOTHERGILL, Boston. 


STUDIES ON THE PHARMACOLOGY oF EtTHyL ALcoHoLt. O. W. Bartow, J. 
Pharmacol. & Exper. Therap. 56:117 (Feb.) 1936. 

The question not infrequently arises as to whether alcohol (ethyl) is as suitable 
to use, therapeutically by mouth, as whisky. On the basis of the carefully con- 
ducted experiments on man, other mammals and lower forms of life reported by 
Barlow it would seem safe to answer the query in the affirmative; the local action 
and the toxicity of whisky were somewhat greater than those caused by equivalent 
doses of alcohol. Pitcuer, Cleveland. 


AUTOGENOUS VACCINE THERAPY IN Pepratrics. C. J. Broom, New Orleans 

M. & S. J. 88:738 (June) 1936. 

Bloom reports his results with autogenous vaccines in forty-six cases of com- 
mon cold, thirty-five cases (selected) of bronchial asthma, thirty-three cases of 
pyelitis and eleven cases of furunculosis. He concludes that in the cases of 
common cold autogenous vaccines were proved ineffective. 

In the cases of asthma the results were much better, with cures in 25.7 per cent 
and improvement in an additional 40 per cent. The cases of asthma were selected 
in that all the patients had negative or very mild reactions to food tests and all 
had had their tonsils removed. 

In the thirty-three cases of pyelitis resistant to treatment other than cystoscopy, 
he obtained good results in 45.5 per cent. The results seemed to be better when 
more than one organism had been recovered and used in the vaccine. 

The eleven patients with furunculosis were all cured. 

He concludes that the use of autogenous vaccine is warranted in asthma ot 
bacterial origin, in pyelitis resistant to medical treatment and in furunculosis. 


Berkey, Los Angeles. 


THE DISTRIBUTION AND DIAGNOSTIC SIGNIFICANCE OF LEAD IN THE HUMAN Bopy. 

C. N. Myers, FLorENcE GusTAFSON and Brnrorp THRONE, New York State 

J. Med. 35:579 (June 1) 1935. 

The improved methods for estimating the lead content of blood, urine and 
hair reveal a much higher rate of lead poisoning than has previously been sus- 
pected. The cumulative effects of small doses of lead cause, in the authors’ 
opinion, many obscure symptoms which are now being missed by physicians. 
Various syndromes may be associated with “sub-chronic” lead poisoning. The 
symptoms are variable and may simulate those of mental disease, acute perito- 
nitis, disease of the gallbladder and renal colic. Early symptoms are anorexia, 
nausea, weariness, constipation, headache, ocular symptoms and circulatory mani- 
festations. Careful laboratory examinations for lead poisoning should always be 
considered in the study of obscure cases. AIKMAN, Rochester. N. Y. 
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\n UNUSUAL OCCURRENCE OF THALLIUM POISONING SEVI tS OF A 











FAMILY AFFECTED WITH FIVE FATALITIES, WITH DIAGNos SHED BY 
MEANS OF SPECTROSCOPIC ANALYsIS. J. B. NEAL, E. Appi KE. Gat 
and R. J. MASsSELINK, New York State J. Med. 35:657 (Jul 1935 
Three deaths in one family were at first considered as due t phalitis tol- 
: lowing varicella, but careful investigation brought out the pres f thallium 
: poisoning in three adults and five children. The mother, a bi years, a 
virl of 7 years, a boy of 3% years and a girl of 1% years di .nother boy, 
aged 5 years, recovered after showing alopecia and other si thallium 
poisoning. The diagnosis was confirmed by spectroscopic « tio1 Che 
article does not mention how the poisoning occurred. 







\IKMAD 





MECHANISM OF METHYLENE BLUE IN CO-Porsoninc. M. M. B Proc. Soc. 
Exper. Biol. & Med. 34:48 (Feb.) 1930. 








Rabbits were exposed to an environment of carbon mono the blood 
was analyzed spectroscopically at various intervals after solutio: thylene blue 
4 was injected intravenously. The results show that methylene blu yes carbon : 
monoxide-hemoglobin into oxyhemoglobin in the blood streat not into 
methemoglobin, as was stated by Henderson. Also, they confirm pt us results 
that methylene blue is an antagonist for carbon monoxide pi 9° and acts 
rapidly. HANsED polis. 
















THe MUNICIPAL CHILDREN’S HospPiTALt. 
3 Arch. de med. inf. 4:45 (June) 1935 





1 


\ description of the work done in t for un, Havana, 


Cuba, is given by the director. 














Use OF EMETINE IN PEDIATRICS. 
15:227 (Aug.) 1935. 






a Emetine chloride disturbs the cardiac rhythm and in cases of ation may 
cause death. Three cases of severe dysentery in children are t vhich this 
drug was not used. Complete recovery occurred. Barret s that care 






should be used in the administration of this drug 









CLINICAL CONCEPTION OF INFANTILISM. BAuDbDILIO DANEs, Pa terapia 14:123 





(June) 1935. 






Infantilism is a suspension of development during childh¢ diagnostic 
characteristics are as follows: The general morphologic feat the body 
and the various proportions of the component parts, as wel the state of 
development of the genital apparatus and the mental develop: re of the 
infantile type. All these exist together, without any exceptior historical 









résumé of this malady is given. 


Wash 



















BLoop TRANSFUSION IN CHILDILOOD HANS KNAUER, Arch. 1 ! (supp. ) 


7:1, 1936. 
























The results of several thousand transfusions in childre: convincing 
; evidence of the value of the procedure. The indirect method intravenous 
G injection of citrated blood is easily carried out, and with thi precautions 
S there is no danger of undesirable results. Transfusion is effect not only for 
PS nemias but for a great variety of conditions, including especiall tions, against 
a vhich it helps to build up immunity. ( Chicago 
s 
ae 
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So-CALLED IpIOSYNCRASIES IN INFANCY. Lupwic Seitz, Monatschr. f. Kinderh 

63:310, 1935. 

Two cases of idiosyncrasy to food are reported in children. The first infant 
reacted severely, with nausea, vomiting, diarrhea, fever and extreme pallor, to a 
mixture of buttermilk containing rice gruel. Various tests were made, and i 
was concluded that without question the condition was an allergic reaction t 
cow’s milk. However, passive transfer tests gave negative results. In the second 
case there was a cutaneous reaction following the eating of shell-fish. In both 
cases the treatment consisted of desensitization with small quantities of the food 
by mouth. In the second case associated eczema also improved under the treat 


ment. GerstLey, Chicago. 


SrtverR STAINING OF STIPPLED Rep CELLS IN Leap Potsoninc. M. NAGAHAMA, 
J. Pediat. (Tokyo), no. 429, Feb. 20, 1936, p. 294. 


The erythrocytes of the blood from patients with lead poisoning are washed 
in physiologic solution of sodium chloride and fixed in Champy’s fluid. After 
repeated washing and centrifugation, the cells are mixed with 2 per cent gelatin 
and 2 per cent hydroquinone solution and washed. Then a 2 per cent solution 
of silver nitrate in 2 per cent gelatin is added and the mixture heated at 65 C. 
for four minutes; the preparation is next washed in water several times by 
centrifugation. Then it is treated with a 1 per cent sodium hyposulfite solution 
for one minute and washed. <A loopful of the cells is then spread on a slide, air 
dried, sealed in xylene-balsam and examined under the oil immersion lens. In lead 
poisoning the silver-stained granules appear as coarsely reticular, granular or 
linear bodies, while in normal blood there are only very fine granules. 


Kato, Chicago. 


RESPIRATION AND BASAL METABOLISM IN CHILDHOOD DurRING SLEEP. M. Di 
Bruin, Acta pediat. 18:279, 19306. 

The metabolism, as well as the rate and amplitude of respiration, of twenty-two 
normal children was measured both under basal conditions and during sleep. The 
author draws the following conclusions: In children the respiratory volume per 
minute is lowered during sleep; the decrease does not usually exceed 25 per cent 
of the volume of air breathed per minute while the subject is awake. The decrease 
in minute volume is produced chiefly by slowing of the rate of respiration. The 
rate of metabolism is lowered soon after the beginning of sleep; the decrease in 
metabolism is less conspicuous than the change in volume of respired air. 


McCune, New York. 





Society Transactions 


NEW YORK ACADEMY OF MEDICINE, SECTION OF 
PEDIATRICS AND SECTION OF SURGERY 


April 3, 1936 
BELA Scuick, M.D., Chairman 


ALEXANDER T. Martin, M.D., Secretary 


INSTANCES OF ANOMALOUS STRUCTURE AND DERANGEMENT OF | N OF THE 
GASTRO-INTESTINAL SYSTEM IN CHILDREN (LANTERN SI )EMONSTRA- 
rion). Dr. CHARLES GILMORE KERLEY. 


In my discussion of the nonsurgical aspects of gastro-intestinal disorders I 
shall first call attention to a world-wide childhood complaint of anorexia. 

Habitual loss of appetite in an otherwise healthy child, it has been demonstrated 
in a vast number of cases, is due to a stomach content of food residue or mucus 
r both in considerable amounts four hour: or longer after feedii For appetite 
in a child there must be an empty stomach. A stomach content is readily demon- 
strated by the use of a stomach tube four hours after the completion of a meal. 
Lantern slides are shown, demonstrating the stomach contents f | in children 
whose only complaint was persistent anorexia. Among those shown is that of 
a boy 18 months of age who was brought for examination because of habitual 
refusal of food; he had eaten but little the day before; 2 ouncé 56 Gm.) of 
milk and cereal had been forced into him at 8 a. m.; he arrived at my office at 
1 p. m. Examination of the stomach by means of a tube revealed a content of 
5 ounces (142 Gm.) of residue five hours after the completion the morning 
meal, which means that 3 ounces (85 Gm.) was a carry-over from the previous 
day. The findings are characteristic of a vast number of others with the complaint 
ff habitual absence of appetite. 

The cause of the delayed emptying usually proves to be either pylorospasm or 
plugging of the pyloric orifice with a thick mucus content. Thi rther demon- 
stration consists of roentgen studies of the gastro-intestinal tract in persistent 
ligestive disorders. 

The benefit of a roentgen serial including the barium sulfate enema was given 
434 patients with persistent gastro-intestinal disorders. In the stu f 27 of the 
patients additional roentgenograms of the stomach were taken. For the sake 
of brevity I have divided the patients into groups according to t outstanding 
clinical symptoms and shall demonstrate the roentgen findings uliar to the 
several groups. 

Colic.—The outstanding complaint concerned severe paroxysmal abdominal pain 
extending over several months or years. Otherwise the children as a rule enjoyed 
average good health. Lantern slides are shown demonstrating the findings in 
these patients, which consisted in a regional spasm of the circular muscle fibers 
at the pyloric orifice of the stomach and active pylorospasm or a regional spasm 

f the circular fibers at different points of the large intestines, with resulting gas 

lock and hyperperistalsis. In the majority of the cases these conditions were 
ound in the so-called spasmophilic child. It has been possible to demonstrate this 
phenomenon of incoordination only in the stomach and large intestines. It has 
een possible to take roentgenograms of the patients under the throes of the 
olic—slides are shown demonstrating the localized areas of spasm during the 

ttack. 

Conditions of this sort usually represent careless and irrat eding; they 

re very readily relieved by a properly arranged three meal a da ith absence 

fruit juices before breakfast and giving of iced foods only aft Is. Mineral 


( 
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oil is useful in regulating the intestinal function, and administration of atropii 
in nearly physiologic doses is carried out for a considerable period of time in all 

Recurrent Vomiting..—The histories reveal repeated attacks of severe vomiting 
lasting from one to three days. The patients were usually undersized and under 
weight. The outstanding roentgen observation was that the colon was _ highly) 
spastic. Two cases were demonstrated in slides showing retention of bariun 
sulfate in the spastic colon for seventy-two hours. In one there was an associated 
spasm of the sphincter ani. In several instances chronic appendicitis afforded 
the explanation of the colonic spasm. 

The immediate treatment for such recurrent attacks is hypodermic injection 
if codeine phosphate, from 4 to % grain (0.016 to 0.032 Gm.), usually with atro 
pine from 59 to %o9 grain (0.0004 to 0.0003 Gm.), repeated if required. 

Intestinal Stasis—This group includes the greatest number of the patients 
The children showed a wide range of gastro-intestinal complaints, prominent 
among which were loss of appetite, vague abdominal discomfort, slight persistent 
elevation of the temperature, moderate malnutrition, secondary anemia and habitual 
constipation. Rarely, if ever, an evacuation occurred without a laxative or at 
enema having been given. Lantern slides are shown of a boy and a girl of 7 years 
in whom, the parents insisted, there never had been a normal unassisted evacuation 
These slides show both anatomic and functional derangement. Almost all the 
patients had ptosis of the colon, and some, gastroptosis ; usually there was a greatly 
elongated and redundant colon and sigmoid. Localized spasm of circular fibers 
was also frequent; a dilated cecum was not infrequently found as an associated 
anomaly. 

In all cases of this type a Bassler belt is fashioned to fit the child. Mineral 
oil, given two or three times a week, a diet containing roughage, and the aromatic 
fluidextract of cascara sagrada U. S. P., in small doses three times a day, are 
sufficient to take care of the intestinal stasis. 

Persistent Malnutrition.—Persistent malnutrition in its relation to gastro 
intestinal mechanics has received strikingly little attention. Many children are 
brought for examination because of faulty growth and delayed general develop- 
ment. The story is that of lack of appetite, habitual constipation and habitual 
medication with laxatives. The child is usually a poor sleeper, habitually unhappy, 
poorly resistant; he suffers from cold hands and feet during the winter; his 
school work is poor; he does not get along well with other members of the family 

he is of the antisocial type; he is invariably underweight and usually under- 
height for his age. Examination of the vital organs, the endocrine system, the 
basal metabolism, the blood pressure and the bone age fails to reveal a cause for 
the malnutrition. Tests for tuberculosis and syphilis prove negative. There is 
usually more or less lordosis with the accompanying “pot belly.” Several lantern 
slides demonstrating the gastro-intestinal findings in such children are presented 
These poor physical specimens may have their bodily secrets revealed by the 
roentgen rays. A slide of the gastro-intestinal tract of a 12 year old girl typi 
fies what was found in this group: extreme gastro-intestinal ptosis—a consid 
erable portion of the stomach being below the level of the iliac crest, the colon 
being entirely below this level and the apex of the triangle formed by the prolapsed 
colon extending in a V-shaped formation deep into the pelvis until it is at a level 
with the pubic symphysis. 

The management consists in using the Bassler belt with shoulder support, 
requiring the child to sleep on a hard mattress with a flat pillow—hetter, none 
and applying other measures along the lines indicated by the nature and degree 
of the physical deficiencies. 


AcutTE MESENTERIC LYMPHADENITIS SIMULATING ACUTE APPENDICITIS. Dr 
Henry W. CAve. 


At the Roosevelt Hospital, during a period of five years, an effort has been 


{ 


made to differentiate properly the symptoms, signs and laboratory findings of 
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cute appendicitis from those of acute mesenteric lymphadenitis 

e data on 21 patients who were subjected to operation has beet 

The months of late fall, winter and early spring show gene! 

the incidence. This is in keeping with the occurrence, particul 
f infections of the upper respiratory tract, although there are m 
when gastro-enteritis from infected food, heat and dietary disordet 
factor. More males are affected than females. The mode of infect 
inderstood. Infected nasal and throat secretions and contaminated 
food find their way to the lower end of the small bowel; the pat 
here invade and pass through the intestinal wall by way of lymy 
the neighboring nodes. Concurrent sore throat or coryza was 


per cent of the patients. The pain is colicky; there are intermitt 


which in the minds of some investigators are indicative of ly1 
acute mesenteric lymphadenitis pain and tenderness are certainly 

than in acute appendicitis, and rigidity is a variable finding 
usually mild or moderate and is demonstrable over a more ¢ 


u 
in acute appendicitis. Distention is rarely encountered. Palpab 
times be outlined. 

We have been struck by the fact that there are many cases of 
in which the lymph nodes are enlarged, and from the pathologic 
of the cases in which appendixes were removed we are not so 
a distinct clinical entity which can be termed “acute lymphade 
words, it may be that disorders of the appendix cause swelling 
of the ileocecal lymph nodes. The disease is not prolonged; in n 


it lasted only a few days; after operation the course of the sympt 


terminates quickly. Great emphasis is placed on the fact that 
remove a swollen lymph node at the time of the operation; it 
remove the appendix. 

If one is in doubt as to the progress of the disease, it 
and remove a normal appendix than to wait and court 
has ruptured. 


is far 
disaster 


HIRSCHSPRUNG’S Disease. Dr. Epwarp W. PETERSON. 


Cases of congenital idiopathic dilatation of the colon (megac« 
had been recorded before Hirschsprung in 1886 described in mor¢ 
ease which has since borne his name as “a condition of conget 
dilatation of the colon, with thickening of all its tunics, espe 
muscularis, and retention of large quantities of fecal matter.” 

Etiology—The cause of the congenital tendency of the col 
inknown. The dilatation is much more frequent in boys than 1 
congenital is indicated by the characteristic picture appearing 
birth. Ladd found it in a 7 month fetus. It seems probable 
factor is neurogenic, for definite neuromuscular imbalance an 
present, and the colon seems incapable of emptying itself of the lat 
lations. As Adson pointed out, the mechanism for filling the « 
is more powerful than the emptying mechanism and overbalances 
thetic outflow of inhibitory muscular stimuli to the colon and 
stimuli to the internal sphincter of the rectum are more power! 
sympathetic motor stimuli to the musculature of the colon and thi 
to the internal sphincter of the anus. Defective parasympathetic 
produce a similar effect, since the emptying would be less tl 
retaining stimull. 

Pathologic Anatomy.—The dilatation and hypertrophy usua 
igmoid, but the whole of the large intestine and even the appendis 
Chere is also elongation of the large bowel, especially of the sigm: 
nesocolon may also be longer than normal. In cases of long 


it 


matory changes, even ulceration, may develop. 
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Symptoms.—The cardinal symptoms are dilatation of the colon, abdominal 
distention and obstinate constipation. Often there is languor, apathy, loss of 
weight, anemia and general muscular weakness. Occasionally there may be 
abdominal discomfort, vomiting, fever and evidences of autointoxication. When 
diarrhea occurs, it suggests irritation or ulceration of the colon and is usually 
merely the overflow of fecal retention. 


Course and Prognosis.—The prognosis of congenital idiopathic dilatation of 
the colon is unfavorable. Most of the patients die of increasing inanition and 
debility or of some complication such as bronchopneumonia, cardiac failure, 
nephritis, chronic intestinal toxemia and, rarely, peritonitis from perforation. The 
patients who reach adult age are for the most part chronic invalids. 


Diagnosis.—Dilatation of the colon, abdominal distention and obstipation in an 
infant or child in the absence of any demonstrable evidence of organic obstruc- 
tion to the bowel is sufficient basis for a diagnosis of Hirschsprung’s disease. 


Treatment.—Up to ten years ago, the results from both medical and surgical 
treatment proved disappointing. The high mortality and morbidity following 
surgical operations such as ileocolostomy, cecostomy, colon resections, etc., were 
so discouraging that surgeons were reluctant to operate in these cases. During the 
past ten years, however, lumbar sympathetic neurectomy has given such satisfactory 
results that it is now the method of choice in the treatment of Hirschsprung’s 
disease. 

Historically, it is of interest to recall that it is to Royle, an orthopedic surgeon, 
and to the late John Hunter, an anatomist, both of Sidney, Australia, that credit 
is due for the revival of and continued interest in the surgery of the sympathetic 
nervous system. Royle attempted to relieve the spasticity or rigidity following 
war wounds of the central nervous system and reported encouraging results fol- 
lowing lumbar sympathetic ganglionectomy. Unfortunately this promise’ of benefit 
was not confirmed by many other workers in this field. Two interesting observa- 
tions, however, resulted from this work: (1) the capillary circulation was increased 
and the temperature of the skin was permanently elevated in a sympathectomized 
limb, and (2) obstinate constipation was relieved in selected cases. 

Applying this knowledge, Adson, at the Mayo Clinic, in March 1925, operated 
on a patient with Raynaud’s disease of the lower extremities. In 1926 Wade 
and Royle operated on a patient with Hirschsprung’s disease, doing a lumbar 
sympathetic ramisection, with an excellent result. Since the report of this case, 
Adson, Judd, Rankin and Learmouth, all of the Mayo Clinic, Wade, Scott and 
other surgeons in this country and abroad have given encouraging accounts of 
their experience with this operation. 

The method proposed by Wade, the original operator, was extraperitoneal 
division of the paravertebral sympathetic cord below the fourth ganglion, with 
division of all medially directed rami up to the level of the inferior mesenteric 
artery, through a long incision in the flank. Adson and Judd advocated a trans- 
verse abdominal approach and bilateral ganglionectomy of the second, third and 
fourth lumbar ganglions. Very recently Adson has advised, in addition to bilateral 
ganglionectomy, wide resection of the superior hypogastric plexus or of the pre- 
sacral nerves, including all sympathetic fibers from the lumbar chain, all inter- 
mesenteric fibers descending into the pelvis, below the inferior mesenteric artery, 
and those fibers which rejoin the hypogastric plexus from the inferior mesenteric 
nerve in the mesocolon of the pelvis. 

My own experience in this field is limited to operation in 4 cases of Hirsch- 
sprung’s disease. The results in all of them have been gratifying. However, 
careful supervision over the patients must be maintained for an indefinite period: 
otherwise relapses will take place. Bowel habits, diet, exercise, etc., should be 
regulated carefully in each case. As has been pointed out, the operation corrects 
the physiology by causing a break in the hyperactive inhibitory control of the 
bowel, but it does not correct the pathologic anatomy. 

The treatment of idiopathic dilatation of the colon by medical means has 
always proved unsatisfactory. Colon resections and short-circuiting operations, 
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too, not only have a prohibitive mortality but often have shown disappointing 
functional and symptomatic end-results. Dr. Edward J. Donovan on one or two 
occasions has performed lumbar sympathectomy successfully after failure of radical 
resection of the colon to effect a cure. Dr. Charles L. Janssen has given warning 
that not all of the results have been as gratifying as the published ones. Dr. 
A. A. Berg believes that the elongation of the colon with the ever-present danger 
of volvulus calls for resection of the sigmoid in addition to sympathetic neurectomy. 
Dr. Frank L. Meleney reported failure of resection of the left lumbar sympathetic 
cord and later right ganglionectomy. Finally an anastomosis between the cecum 
and the distal portion of the sigmoid was effected, with resection of the dilated 
bowel from the proximal portion of the transverse colon to the distal part of the 
sigmoid. This radical procedure was followed by a symptomatic cure. 


Lumbar sympathetic neurectomy has proved successful in the experience of 
so many surgeons throughout the world that in spite of occasional poor results 
it should be considered the method of choice in the treatment of selected patients 


with congenital idiopathic dilatation of the colon. 











Book Reviews 


Die Leukosen im Kindesalter. By Dr. Heinrich Willi. Price, 7.35 marks. 
Pp. 205, with 26 illustrations. Berlin: Karger, 1936. 


This monograph presents a comprehensive discussion of the clinical and hema- 
tologic problems offered by leukemia (the leukoses) in children. The discussion 
is based on the histories of 50 cases of leukosis observed by the author and of 
492 cases reported in the literature. The author follows Nageli’s concept of the 
dual nature of the disease and considers the lymphadenoses and myeloses. He 
differs from Nageli on a few points of hematologic interest. Nageli expressed 
the belief that blood cells are derived from the primitive mesenchyme cell, which 
produces the proerythroblast, the lymphoblast and the myeloblast, and that these 
forms are the forerunners of the mature elements of the blood. He stated that 
granular leukocytes, monocytes and megakaryocytes are derived from the myelo- 
blast. He was of the opinion that in leukemia the myeloblast may produce a 
pathologic cell, the paramyeloblast, which is the common cell of leukemia. 
Analogous to the paramyeloblast is the paralymphoblast, which is present in 
lymphoid tissue in the leukemic state. The author feels that the paramyeloblast 
is not a pathologic cell typical of leukemia but is a normal constituent of the bone 
marrow, which increases in other disorders of the bone marrow, such as agranulo- 
cytosis and sepsis. 

The author classifies the leukoses according to the predominating cell type, 
as follows: 

I. Lymphadenoses 
A. Lymphoblastic (paralymphoblastic) 
B. Lymphocytic 
C. Characterized by plasma cells 

II. Myeloses 
. Myeloblastic (paramyeloblastic) 

. Promyelocytic 
. Myelocytic 
. Eosinophilic 
. Monocytic 

He classifies the conditions clinically, according to the cardinal symptoms pre 
sented by each patient, as follows: 

I. Lymphadenoses 
A. Anemia 
B. Hemorrhagic diathesis 

C. Ulceration of the pharynx 
D. Generalized enlargement of the lvmph nodes 
E. Mikulicz’ syndrome 
F. Bony overgrowth—chloroma 
G. Lesions of the central nervous system 
H. Cutaneous infiltration 
II. Myeloses 
A. Splenomegaly 
B. Formation of tumors 
C. Septic picture 

These clinical types are freely illustrated by concise histories and by graphs 
chosen from the data on the author’s cases. Especially interesting are the cases 
in which anemia was the outstanding symptom. He found that sternal puncture 
was of value in such cases in differentiating the condition from aplastic anemia. 

The discussion of the differential diagnosis is excellent, although it is evident 
that the crux of the problem will remain unsolved until better methods for 
cytologic technic are developed. Clinical aids in the diagnosis of lymphadenosis 
are (1) the greater frequency of lymphadenosis in childhood except during the first 
year of life, when the myeloses are more common; (2) the tendency to tumor 
formation, and (3) the hematologic features. The author admits the difficulty 
in differentiating immature basophilic round cells but states that the lymphoblast 
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can be distinguished from the myeloblast in properly prepared smears. The 
pathologic cell of lymphatic leukemia varies in size, being from one to four times 
that of the erythrocyte, is round or oval and has a narrow rim of cytoplasm, 
which appears at times to be absent (naktkernig Foramen). The nucleus has a 
thin irregular nuclear wall, a leptochromatic structure with from one to three 
nucleoli. This cell differs from the lymphoblast in the relatively larger poly- 
morphic nucleus. This is the paralymphoblast of Nageli. The author differen- 
tiates the lymphoblast from the myeloblast chiefly by (1) the structure of the 
nucleus and (2) the total cell composition of the smear or section. He points out 
that in lymphadenosis normal lymphoblasts and lymphocytes are usually present 
and immature myeloid or granular forms absent, while in myelosis mature 
neutrophils and usually a few transition forms are present among the paramyelo- 
blasts. He expresses the opinion that the hiatus leuwcemicus of Nageli ( a term 
descriptive of the usual finding of large numbers of myeloblasts and many mature 
neutrophils without transition forms) is not a constant finding and that a few 
transition forms, which aid in identifying the immature cell type, are usually 
present. The pathologic picture of lymphadenosis may be obscured by a terminal 
infection which produces a myeloid response, but as a rule the picture is typical. 
The author is of the opinion that the only positive indication as to the etiology 
of the condition lies in the predisposing factor of antecedent infection. He states 
that roentgen therapy is the only helpful therapeutic aid and that this is contra- 
indicated in cases of acute involvement. 
La vie sexuelle de la femme. By André Binet. Price, Paris, 40 francs; 
France, 44 francs. Pp. 355, with 72 illustrations. Paris: L’Expansion Scien- 
tifique Francaise, 1937. 


This small manual begins with a simple outline of the anatomic and psychic 


changes which occur during the growth of the child from infancy to adult life. 
The appearance and the development of the secondary sexual characteristics and 


the psychic evolution of puberty occupy two brief chapters. A briet discussion, 
almost an outline, is given of the influence of the various endocrine glands on the 
changes incident to maturity. Nothing new is presented 

In Part II the sexual life of the adult woman is discussed. The influence of 
the various endocrine substances is described briefly. The facts stated are accurate 
and clearly given. The reproductive cycle is discussed in a brief and summary 


manner, in three short chapters. Disorders of menstruation occupy one chapter. 
The brief discussions of the abnormalities of menstruation are commendable, but 
one scarcely agrees with the author’s opinion of the value of savin, apiol, yohimbine 


and similar drugs for the treatment of amenorrhea. The majority of American 
gynecologists, also, would scarcely favor dilation of the cervix as a treatment of 
this condition, nor would they be inclined to ascribe much influence to anteflexion 
as a cause. In the treatment of uterine hemorrhage, also, they would place less 
value on drug therapy than does the author. One is surprised that the intra- 
muscular use of estrogen-containing preparations is not suggested for some forms 
of functional bleeding. 

An outline of pelvic anatomy is given, and to this is joined a brief discussion 
of disturbances of muscular function, or vaginismus. An outline of the anatomy of 


the blood supply and innervation of the pelvis is followed by a discussion of pelvic 
pain, which is clear and comprehensive and which would be useful to the student. 

One can scarcely agree with the recommendation of the cervical stomatoplasty 
of Pozzi, which belongs to a class of procedures long since obsolete in this country. 


Again one wonders why hormonal therapy is not mentioned 

Pelvic pains of various kinds, sterility, fecundation and nidation of the egg 
and frigidity are discussed in outline form, accurately but without adding to the 
facts already known. 

The little volume gives in outline form a review of the anatomy and physiology 
of the female pelvis together with a discussion of the management of some of the 
functional disorders. It will be useful to the student and the practitioner who 
read French easily and who wish a brief statement of essential facts. The author’s 
reliance on drug therapy seems greater than that found in clinics in this country. 
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Heilpaedagogische Praxis: Methoden und Material. By Helene Loew- 
Beer and Milan Morgenstern. Price, paper, 12 shillings; cloth, 14 shillings. 
Pp. 174, with 71 illustrations. Vienna: Sensen-Verlag, 1936. 


This handy volume embraces a discussion of mentally deficient children from 
the point of view of the limitation of their facilities for expressing whatever ability 
they possess. A diagnosis of mental deficiency usually spells hopelessness and 
despair to the relatives and only too often results in abandonment of the effort to 
help the child utilize his natural possibilities. Contrary to popular belief, the 
mentally deficient child is generally not lacking in hope, in pride or in similar 
qualities that bring happiness to the human being. 

In this book the authors describe some experiences in an institution for the 
feebleminded in Vienna, the pedagogic methods employed and the results obtained. 
A feeling of uselessness and indifference to the tasks assigned was uniformly felt 
by the children on entrance to the home. Uniform, too, were the successes 
obtained after tedious but persistent educational maneuvering in an effort to 
instil confidence in the pupils. Unsuspected talents in certain limited fields are 
not rarely discovered among seemingly hopeless youngsters. An attribute com- 
mon to all is happiness in a task done well enough to merit praise and approval. 

There is an excellent description of the methods employed, which stress the 
use of the psychologic principles underlying the processes of learning, repetition, 
conditioning and imitation. Various mechanical contrivances are described which 
are utilized in improving muscular coordination. Lessons are illustrated by detailed 
case records. This book will be of great practical value to persons engaged in 
teaching subnormal or mentally deficient children. To the pediatrician it offers 
a bit of encouraging information for his use in dealing with this discouraging 
class of patients. 


The Patient and the Weather. Volume 1, Part II. By Dr. William F. 
Petersen. Price, $9. Pp. 781, with 366 illustrations. Ann Arbor, Mich.: 
Edwards Brothers, Inc., 1936. 

This is the first volume of the series “The Patient and the Weather,” its 
publication having been delayed in order that certain meteorological data might 
be checked. Reviews of other volumes have already appeared in this journal. 
One volume had to do with the chemical and vascular changes which occur in 
the autonomically unstable person in response to sudden variations in meteorological 
conditions; another, with the incidence of certain types of disease in the storm 
tracks of the United States as compared with their incidence in other areas. 

This volume has to do with the chemical and vascular response of normal 
persons to atmospheric changes. The studies were carried out in Chicago, where 
rapid shifts in temperature, humidity and barometric pressure occur. Of normal 
men, those of the pyknic type show the greatest stability, adjusting themselves 
readily to change. The leptosome responds with great swings, which are frequently 
associated with marked vascular spasm. The response of women is complicated by 
the changes produced by the menstrual cycle; for example, a sudden increase in 
barometric pressure aggravates the alkalosis and spasm of the postmenstrual period. 
Some studies of children are also presented, showing that an increase in restless- 
ness and irritability accompanies pressure episodes. 

The point of view and the material are valuable as a balance to the tendency 
to consider bacteria as the all important feature in disease. Anoxemia of the 
tissues produced by vascular spasm in association with a chemical shift is undoubt- 
ably a factor of great importance. The author deserves considerable credit for 
his painstaking studies and presentation. 


Orthopedic Surgery. By Walter Mercer, M.D. Second edition. Price, $10.00. 
Pp. 906, with 408 illustrations. Baltimore: William Wood & Company, 1936. 
This practical treatise on orthopedics is easy and attractive reading not only 
because of the content and its illustrations, drawing and photographs, but because 
its type is large and cleancut and the paper good. 
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In the individual chapters congenital deformities and general diseases of the 
skeleton and joints are considered. Particular attention is given to the spine, 
shoulders, knees and feet, conditions of the nerves manifested in disabilities of 
the voluntary muscles, complications due to trauma, manipulative surgery, arthro- 
desis and arthroplasty. Each subject is well illustrated with photographs and 
drawings. An innovation as far as orthopedic texts is concerned, which is a 
valuable addition for the physician, is the simple concise discussion of the generally 
accepted treatment of the various conditions. 

The editor and the publishers are to be congratulated on the issuance of this 
valuable text. It offers a complete and comprehensive presentation of orthopedic 
surgery and will be appreciated not only by orthopedic surgeons but by other 
surgeons, by students and by physicians. 


Ernahrung und Behandlung des Kindes. By Prof. Dr. Erich Miiller. Price, 
paper, 16.60 marks; bound, 18.60 marks. Pp. 600. Stuttgart: Ferdinand Enke, 
1936. 


This is a short text but a good one on the nourishment and treatment of the 
child. The first 108 pages are taken up with nutrition, the next 442 with a con- 
sideration of general diseases and the last 40 with a description of the measures 
used in the treatment of children and also in the preparation of various food 
mixtures. The book is condensed but completely done. In the section on the 
treatment of diseases, the general characteristics of the diseases are given in fine 
print and the treatment in larger print. These are not described in detail. 

This book gives one a chance to review rapidly any subject which one wishes, 
and at the same time it states the special points of practically every rare condition 
which one might encounter. 


Applied Dietetics. By Frances Stern. Price, $3.50. Pp. 263, with 52 tables. 
Baltimore: Williams & Wilkins Company, 19306. 

The first hundred pages of this book are devoted to the principles of nutrition, 
the planning of a diet and the methods and materials helpful in the education of 
the patient. The last part consists of typical diets and menus containing the foods 
necessary to supply the food constituents required for the normal diet and of 
variations in therapeutic diets. The part on the principles of nutrition is well 
written and easy to read. Enough cannot be said for the tables of diets. Diets 
of every sort, to meet any kind of an emergency, are given. These are well con- 
structed, containing not only the usual grams and calories but the exact measure 
in household equivalents. The book is well bound and printed and makes an 
excellent addition to the subject of dietetics. 


Skin Diseases in Children. By George M. MacKee, M.D., and Anthony C. 
Cipollaro, M.D. Price, $5.50. Pp. 333, with 153 illustrations. New York: 
Paul B. Hoeber, Inc., 1936. 


This small book on cutaneous diseases has been kept to its present size largely 
by the fact that no account of the pathology of the various diseases discussed is 


given. For a book on cutaneous diseases this omission is probably permissible. 
The book is well illustrated but has no colored cuts, and in view of the present 
state of color photography in publication this is a serious defect for any book on 
cutaneous diseases. 
The book is short, compact and well written, and the author discusses treat- 


ment fairly well. Numerous prescriptions are given. On the whole, the book 
should prove useful to the general practitioner and to the pediatrician. 


Raquitismo en la infancia. Dr. Enrique Sujoy. Paper. Pp. 268, with 90 
illustrations. Buenos Aires: Published by the author, 1936. 

This book written in Spanish states the history, pathology, etiology, symptoms 
and treatment of rickets. The chapters on pathology are particularly good, because 
the chemical findings are compietely described and the plates of the microscopic 
anatomy are clear and well chosen. This is a very good monograph on rickets. 











Directory of Pediatric Societies 


INTERNATIONAL 
INTERNATIONAL ASSOCIATION OF PREVENTIVE PEDIATRICS 


President: Professor G. Scheltema, 6a Herreplein, Groningen, Netherlands. 
Secretary: Dr. Daniel Oltramare, 15 Rue Lévrier, Geneva, Switzerland. 


INTERNATIONAL CONGRESS OF PEDIATRICS 
President: Prof. Luigi Spolverini, Policlinico Lungo Tevere Melini, 24, Rome, 
Italy. 
Secretary: Professor Vitetti, Rome Italy. 
Place: Rome, Italy. Time: Sept. 27-30, 1937. 
American Committee: 
Chairman: Dr. Henry F. Helmholz, Mayo Clinic, Rochester, Minn. 
Secretary: Dr. L. Emmett Holt Jr., Johns Hopkins Hosp., Baltimore. 


INTERNATIONAL CONGRESS FOR THE PROTECTION OF CHILDREN 


Secretary: Prof. G. B. Allaria, Corso Bramante 29, Torino 120, Italy. 
Place: Rome, Italy. Time: Oct. 4-8, 1937. 


FOREIGN 
British PaArpDIATRIC ASSOCIATION 


President: Dr. Leonard Findlay, 14 Wimpole St., London, W. 1. 
Secretary: Dr. Arthur G. Maitland Jones, 31A Weymouth St., London, W. 1. 


Royat Society OF MEDICINE, SECTION FOR THE STUDY OF DISEASE 
IN CHILDREN 
President: Sir Lancelot Barrington-Ward, 85 Harley St., London, W. 1. 


Secretary: Dr. K. H. Tallerman, 122 Harley St.,, London, W. 1. 
Place: 1 Wimpole St., London. Time: Fourth Friday of each month, 4: 30 p. m. 


"PAEDIATRICKY SPOLOK NA SLOVENSKU 
President: Dr. A. J. Chura, Lazaretska 6, Bratislava, Czechoslovakia. 
Secretary: Dr. S. Limbacher, Dlha 2, Bratislava, Czechoslovakia. 
Place: Pediatric Clinic, University, Bratislava. Time: Six times a year. 


SoctepDAD CUBANA DE PEDIATRIA 


President: Prof. Félix Hurtado Galtés, Carlos III, 7, Havana. 

Secretary: Dr. Carlos Hernandez Miyares, San Lazaro 370, Havana. 

Place: Catedra de Clinica Infantil, Hospital Mercedes, Havana. Time: Third 
Thursday of every month. 


PALESTINE JEWISH MeEpDICAL ASSOCIATION, SECTION OF PHYSICIANS 
OF CHILDREN’S DISEASES 


President: Prof. S. Rosenbaum, 26 Bialikstr., Tel Aviv, Palestine. 
Secretary: Dr. A. Briinn, 9 Maazestre, Tel Aviv, Palestine. 


* Secretaries of societies are requested to furnish the information necessary 
to make this list complete and to keep it up to date. 
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NATIONAL 


AMERICAN MeEpIcCAL ASSOCIATION, SCIENTIFIC ASSEMBLY, 
SECTION ON DISEASES OF CHILDREN 


Chairman: Dr. Ralph M. Tyson, 255 S. 17th St., Philadelphia. 
Secretary: Dr. Albert D. Kaiser, 16 N. Goodman St., Rochester, N. Y. 
Place: Atlantic City, N. J. Time: June 7-11, 1937. 


AMERICAN ACADEMY OF PEDIATRICS 


President: Dr. Laurence R. DeBuys, 1417 Delachaise St., New Orleans, La. 
Secretary: Dr. C. G. Grulee, 636 Church St., Evanston, III. 

Place: Waldorf-Astoria Hotel, New York. Time: June 3, 4 and 5, 1937. 
Region I. Place: Boston, Mass. Time: Nov. 12-13, 1937. 


AMERICAN HospiTAL ASSOCIATION, CHILDREN’S HospiTAL SECTION 


President: Mr. Robert Witham, Children’s Hospital, Denver. 
Secretary: Miss Agnes O’Roke, Kosair Crippled Children’s Hospital, Louis- 


ville, Ky. 
AMERICAN PEDIATRIC SOCIETY 


President: Dr. Henry F. Helmholz, Mayo Clinic, Rochester, Minn. 
Secretary-Treasurer: Dr. Hugh McCulloch, 325 N. Euclid St., St. Louis. 
Place: University, Va. Time: April 29-30 and May 1, 1937. 

CANADIAN SOCIETY FOR THE StTupy OF DISEASES OF CHILDREN 


President: Dr. A. P. Hart, 1844 Bloor St., W., Toronto, Ont. 
Secretary-Treasurer: Dr. Pearl Summerfeldt, Hospital for Sick Children, 
Toronto, Ont. 


Society FOR PEDIATRIC RESEARCH 


President: Dr. Francis Scott Smyth, University of California Medical School, 


San Francisco. 
Secretary: Dr. A. A. Weech, 3975 Broadway, New York. 


SECTIONAL 
NortH Pacriric Pepratric Society 
President: Dr. L. Howard Smith, 1020 S. W. Taylor St., Portland, Ore. 
Secretary: Dr. Morris Bridgeman, Children’s Clinic, Portland, Ore. 
SouUTHERN MeEpIcAL ASSOCIATION, SECTION OF PEDIATRICS 


Chairman: Dr. Gilbert Levy, 20 S. Dunlap St., Memphis, Tenn. 
Secretary: Dr. Hughes Kennedy Jr., Highland Plaza Apts., Birmingham, Ala. 


STATE 
ALABAMA PEDIATRIC SOcIETY 


President: Dr. J. W. Britton, 931 Noble St., Anniston. 
Secretary-Treasurer: Dr. Wallace Clyde, Employees’ Hospital, Fairfield. 


ARKANSAS STATE PEDIATRIC ASSOCIATION 


Chairman: Dr. A. C. Kirby, 701 Main St., Little Rock. 
Secretary: Dr. Madeline M. Melson, 909 Main St., Little Rock. 
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CALIFORNIA STATE MepIcaL Society, SECTION ON PEDIATRICS 


Chairman: Dr. Edward B. Shaw, 384 Post St., San Francisco. 
Secretary: Dr. E. Earl Moody, 3780 Wilshire Blvd., Los Angeles. 





FLoripA STATE PeEpIATRIC SOCIETY 


President: Dr. Luther W. Holloway, 117 W. Duval St., Jacksonville. 
Secretary: Dr. Warren W. Quillian, 227 Avenue Aragon, Miami. 
Place: Concurrent with state association meeting at time of convention. 





GeorcIA PeEpIaAtrRic SOCIETY 


President: Dr. Mercer Blanchard, 1301 Broadway, Columbus. 
Secretary-Treasurer: Dr. Don F. Cathcart, 478 Peachtree St., N. E., Atlanta. 


INDIANA STATE Pepratric Society 


President: Dr. Ernest R. Carlo, 2902 Fairfield Ave., Fort Wayne. 
Secretary-Treasurer: Dr. Mathew Winters, 23 E. Ohio St., Indianapolis. 
Time: Two meetings a year. 


LouIsSIANA STATE PEDIATRIC SOCIETY 
President: Dr. Edwin A. Socola, 2000 Tulane Ave., New Orleans. 
Secretary-Treasurer: Dr. Ruth Aleman, 1407 S. Carrollton Ave., New Orleans. 
MepicaL Society oF STATE OF New York, SECTION ON PEDIATRICS 
Chairman: Dr. George M. Retan, 459 James St., Syracuse. 
Secretary: Dr. John D. Craig, 33 E. 61st St., New York. 
MicHIGAN STATE Mepicat Society, PEDIATRIC SECTION 


Chairman: Dr. Edgar E. Martmer, 749 David Whitney Bldg., Detroit. 
Secretary: Dr. C. R. Dengler, 131 W. Michigan Ave., Jackson. 


Mississipp1 STATE Pepriatric Society 


President: Dr. Harvey F. Garrison, 319 E. Capitol Pl., Jackson. 
Secretary-Treasurer: Dr. Guy C. Jarratt, 920 Crawford St., Vicksburg. 
Place: To be designated by Society. Time: Yearly. 





NEBRASKA PEDIATRIC SOCIETY 


President: Dr. J. A. Henske, 1614 Medical Arts Bldg., Omaha. 

Secretary-Treasurer: Dr. J. H. Murphy, 915 Medical Arts Bldg., Omaha. 

Place: As announced by committee. Time: Third Thursday of each month 
from October to June, inclusive. Dinner at 6 p. m. 


NortH CAROLINA PEDIATRIC SOCIETY 
President: Dr. Leroy J. Butler, 405 N. Spring St., Winston-Salem. 
Secretary: Dr. C. A. Street, 405 N. Spring St., Winston-Salem. 
OKLAHOMA STATE PEDIATRIC SOCIETY 
President: Dr. Julian Feild, 610 S. Monroe St., Enid. 
Secretary: Dr. B. H. Nicholson, 301 N. W. Twelfth St., Oklahoma City. 
PENNSYLVANIA MEpIcAL Society, PEDIATRIC SECTION 


Chairman: Dr. Joseph Stokes, Children’s Hospital, Philadelphia. 
Secretary: Dr. Theodore O. Elterich, 310 Medical Arts Bldg., Pittsburgh. 


DIRECTORY 


SoutH CAROLINA PEDIATRIC SOCIETY 


President: Dr. Leland B. Salters, 317 S. Warley St., Florence. 
Secretary-Treasurer: Dr. D. Lesesne Smith Jr., 187 Oakland Ave., Spartanburg. 


TENNESSEE STATE PEDIATRIC SOCIETY 


President: Dr. Joe T. Smith, 702 Medical Arts Bldg., Knoxville. 
Secretary: Dr. Kinsey M. Buck, 1193 Madison Ave., Memphis. 


Texas PeEpIatric SOCIETY 


President: Dr. George B. Cornick, 50734 E. Houston St., San Antonio. 
Secretary-Treasurer: Dr. F. H. Lancaster, 1507 Medical Arts Bldg., Houston. 


VirGINIA PEpIATRIC SOCIETY 


President: Dr. Basil B. Jones, 1028 W. Franklin St., Richmond. 
Secretary: Dr. W. A. McGee, 616 W. Grace St., Richmond. 


WEST VIRGINIA STATE MeEpicaL Society, SECTION ON PEDIATRICS 


President: Dr. John T. Thornton, 58, 16th St., Wheeling. 
Secretary: Dr. Claude L. Holland, 400 Locust Ave., Fairmont. 


LOCAL 
ACADEMY OF MEDICINE OF CLEVELAND, PEDIATRIC SECTION 


Chairman: Dr. J. D. Pilcher, City Hospital, Cleveland. 

Secretary: Dr. William M. Champion, 2323 Prospect Ave., Cleveland. 

Place: Cleveland Medical Library Bldg. Time: October, December, February 
and April. 


ACADEMY OF MEDICINE, ToroNnTO, SECTION OF PEDIATRICS 


President: Dr. T. B. Verner, 170 St. George St., Toronto. 
Secretary: Dr. D. V. Hutton, 170 St. George St., Toronto. 


Bronx Pepratric Society 


President: Dr. Daniel J. Dolan, 420 E. 159th St., New York. 

Secretary: Dr. Samuel T. Levethan, 254 E. 184th St., New York. 

Place: Concourse Plaza Hotel, 161st St. and Grand Concourse. Time: Every 
second Wednesday of each month, except June, July, August and September. 


BrooKLyN ACADEMY OF PEDIATRICS 


President: Dr. Thurman B. Givan, 115 Remsen St., Brooklyn. 

Secretary: Dr. John A. Monfort, 861 Carroll St., Brooklyn. 

Place: Kings County Medical Society Bldg. Time: Fourth Wednesday of each 
month, except May, June, July, August and September. 


CENTRAL New York Pepratric CLus 


President: Dr. Frank Vasder Bogert, 111 Union St., Schenectady. 
Secretary: Dr. Frank J. Williams, 58 S. Swan St., Albany. 
Place: Various cities in New York. Time: Third Thursday of April and Sep- 
tember. 
Curcaco Pepratric Society 


President: Dr. Robert Black, Del Prado Hotel, Chicago. 

Secretary: Dr. James H. Wallace, 715 Lake St., Oak Park, IIl. 

Place: Children’s Memorial Hospital, 710 Fullerton Ave. Time: Third Tuesday 
of each month, October to May, inclusive. 
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DatLaAs PeEpratrRic Society 


President: Dr. John Young, 3930 McKinney Ave., Dallas, Texas. 

Secretary-Treasurer: Dr. John E. Ashby, 3622 Fairmount Ave., Dallas, Texas. 

Place: Bradford Baby Hospital. Time: 1 p. m., second and fourth Saturdays 
of each month. 





Detroir PepIAtric Society 


President: Dr. Edward A. Wishropp, 10 Peterboro St., Detroit. 

Secretary: Dr. W. J. Scott, 5140 Second Ave., Detroit. 

Place: Wayne County Medical Society. Time: 8:30 p. m., first Wednesday of 
each month from October to June, inclusive. 














Futton County Mepicat Society, Pepratric Section (ATLANTA, Ga.) 


Chairman: Dr. Joseph Yampolsky, 478 Peachtree St., Atlanta. 

Secretary: Dr. T. I. Willingham, 384 Peachtree St., Atlanta. 

Place: Academy of Medicine, 38 Prescott St., N. E. Time: Second Thursday of 
each month from October to April, 8 p. m. 










HEZEKIAH BEARDSLEY PeEpIATRIC CLUB OF CONNECTICUT 


President: Dr. H. W. Brayton, 179 Allyn St., Hartford. 
Secretary: Dr. Ernest Caulfield, 683 Asylum Ave., Hartford. 


















Houston Pepratric Society 


President: Dr. Walter F. Qualtrough, 920 Westheimer Ave., Houston, Texas. 
Secretary-Treasurer: Dr. Allan Bloxsom, 4402 Travis St., Houston, Texas. 
Place: Houston Club. Time: Third Monday of each month. 











INTERMOUNTAIN PEDIATRIC SOCIETY 


President: Dr. Eugene Smith, 385 Twenty-Fourth St., Ogden, Utah. 

Secretary-Treasurer: Dr. W. C. Cheney, 837 Boston Bldg., Salt Lake City, Utah. 

Place: Salt Lake City, General Hospital. Time: First Thursday of each month, 
8 p. m. 








Kansas City (Missourr) PeEpratric SocrETy 


President: Dr. W. R. Moore, 620 Francis St., St. Joseph. 
Secretary: Dr. F. S. Hogue, 1103 Grand Ave., Kansas City. 
Place: Kansas City General Hospital. Time: On call. 












Los ANGELES County MeEpicAL ASSOCIATION, PEDIATRIC SECTION 


President: Dr. George P. Laton, 1136 W. 6th St. 

Secretary-Treasurer: Dr. Edwin F. Patton, 3875 Wilshire Blvd., Los Angeles. 
Place: Los Angeles County Medical Headquarters, 1925 Wilshire Blvd. 

Time: Second Monday of February, April, June, October and December. 







MEDICAL SOCIETY OF THE COUNTY OF KINGS AND THE ACADEMY OF MEDICINE 
OF BrooKLyN, Pepratric SECTION 


President: Dr. Harry Apfel, 988 Park PI., Brooklyn. 

Secretary: Dr. Max Palinsky, 1270, 45th St., Brooklyn. 

Place: 1313 Bedford Ave., Brooklyn. Time: Third Wednesday of each month, 
October to May. 











MeEpIcaAL SocrETY OF THE CouNTYy OF QUEENS, INc., SECTION ON PEDIATRICS 


Chairman: Dr. W. C. A. Steffen, 42 Union St., Flushing, N. Y. 
Secretary-Treasurer: Dr. Edith A. Mittell, 144, 38th Ave., Flushing, N. Y. 
Place: Queens County Medical Bldg., Forest Hills, N. Y. Time: Third Monday 
of October, January, March and May. 











DIRECTORY 


MEMPHIS PEDIATRIC SOCIETY 


President: Dr. W. D. Mims, 1042 Madison Ave., Memphis, Tenn. 

Secretary-Treasurer: Dr. W. R. Graves, 1193 Madison Ave., Memphis, Tenn. 

Place: Memphis General Hospital. Time: Second Tuesday of each month, except 
June, July and August, 8 p. m. 


MILWAUKEE PEDIATRIC SOCIETY 


President: Dr. George F. Kelly, 425 E. Wisconsin St., Milwaukee. 

Secretary: Dr. Helen Jane Zillmer, 781 N. Jefferson St., Milwaukee. 

Place: Children’s Hospital. Time: Second Wednesday of each alternate month, 
beginning with February. 


New ENGLAND PEpIaTRIc SOCIETY 


President: Dr. Paul Emerson, 319 Longwood Ave., Boston. 

Secretary-Treasurer: Dr. Henry E. Gallup, 66 Commonwealth Ave., Boston. 

Place: Boston Medical Library. Time: Four meetings a year, occurring from 
September to May. 


New York ACADEMY OF MEDICINE, SECTION OF PEDIATRICS 


Chairman: Dr. Alexander T. Martin, 107 E. 85th St., New York. 

Secretary: Dr. Philip M. Stimson, 25 Claremont Ave., New York. 

Place: New York Academy of Medicine, 2 E. 103d St. Time: Second Thursday 
of each month from October to May, inclusive, 8: 30 p. m. 


NORTHWESTERN PEDIATRIC SOCIETY 


President: Dr. A. V. Stoesser, University Hospital, Minneapolis. 

Secretary: Dr. Roger L. J. Kennedy, Mayo Clinic, Rochester, Minn. 

Place: Minneapolis, St. Paul, Duluth and Rochester. Time: January, April, 
July and October. 


PHILADELPHIA PEDIATRIC SOCIETY 


President: Dr. H. H. Perlman, 1904 N. Franklin St., Philadelphia. 

Secretary: Dr. James E. Bowman, 4091 Comly St., Philadelphia. 

Place: College of Physicians, 19 S. 22d St. Time: Second Tuesday of each 
month from October to June, inclusive. 


PittsBpuRGH PeEpIATRIc Society 


President: Dr. James LeRoy Foster, Highland Bldg., Pittsburgh. 

Secretary-Treasurer: Dr. E. R. McClusky, 3200 Fifth Ave., Pittsburgh. 

Place: Pittsburgh Academy of Medicine. Time: Second Friday, alternate months 
from October to April, inclusive. 


RicHMOND PEDIATRIC SOCIETY 


President: Dr. Lee E. Sutton, Jr., 2601 Grove Ave., Richmond, Va. 

Secretary-Treasurer: Dr. Louise Fry Galvin, 2416 Stuart Ave., Richmond, Va. 

Place: Richmond Academy of Medicine, 1200 E. Clay St. Time: First Thursday 
of each month (except July, August and September). 


RocHESTER PepIaAtTrRic SOocIety 


President: Dr. F. W. Bush, 29 N. Goodman St., Rochester, N. Y. 
Secretary: Dr. David Wolin, 16 N. Goodman St., Rochester, N. Y. 
Place: Arranged by program committee. Time: Second Friday of each month. 
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Rocky MountTAIN Pepratric Society 


President: Dr. Ralph Verploeg, 1850 Gilpin St., Denver. 

Secretary: Dr. Max M. Ginsburg, Metropolitan Bldg., Denver. 

Place: Children’s Hospital, Denver. Time: First Saturday of each month from 
September to May, inclusive, 2:30 p. m. 


St. Louis Pepratric Society 


President: Dr. John Zahorsky, 536 N. Taylor Ave., St. Louis. 
Secretary-Treasurer: Dr. Max Deutch, 634 N. Grand Blvd., St. Louis. 
Place: St. Louis Medical Society. Time: Third Friday of every month. 










SEATTLE PEDIATRIC SOCIETY 
President: Dr. Frank H. Douglass, Medical Dental Bldg., Seattle. 


Secretary: Dr. C. Lu Verne Smith, Stimson Bldg., Seattle. 
Place: College Club. Time: Third Friday of each month, 6: 30 p. m. 















SOUTHWESTERN PEDIATRIC SOCIETY 


President: Dr. Howard R. Cooder, 3875 Wilshire Blvd., Los Angeles. 
Secretary: Dr. Philip E. Rothman, 3875 Wilshire Blvd., Los Angeles. 
Place: University Club of Los Angeles. Time: First Wednesday in January, 
March, May September and November. 













UNIVERSITY OF MICHIGAN PEDIATRIC AND INFECTIOUS DISEASE SOCIETY 


President: Dr. M. Cooperstock, Northern Michigan Children’s Clinic, Marquette. 
Secretary: Dr. D. Murray Cowie, University of Michigan, Ann Arbor, Mich. 












WESTCHESTER County Mepicat Society, Pepratric Section (NEw York) 


President: Dr. Louis V. Waldron, 149 N. Broadway, Yonkers, N. Y. 

Secretary-Treasurer: Dr. Fairfax Hall, 421 Huguenot St., New Rochelle, N. Y. 
Place: Grasslands Hospital. Time: Third Thursday, October, December, Feb- 
ruary and April. 









